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FIRST— clinically confirmed for better management 
of psychotic patients 


NOW-— clinically confirmed as an improved 
antiemetic agent 
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PROMPT, POTENT and LONG-LASTING ANTIEMETIC ACTIVITY 
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controlled chronic nausea and vomiting in 
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CONFIRMED THERAPEUTIC UTILITY 


Pro-Banthine® “proved almost invariably 
effective in the rettef-of Ulcer pain, 


“Our findings were documented by an in- 
tensive and personal observation of these 
patients over a 2-year period in private prac- 
tice, and in two large hospital clinics with 
close supervision and satisfactory follow-up 
studies.”* 

Among the many clinical indications for 
Pro-Banthine (brand of propantheline bro- 
mide), peptic ulcer is primary. During 
treatment, Pro-Banthine has been shown 
repeatedly to be a most valuable agent when 
used in conjunction with diet, antacids and 
essential psychotherapy. 

Therapeutic utility and effectiveness 


in depres: 
inhibitin 


ing gastric secretory volume and in 
strointestinal motility.”* 


f\Pro-Banthine in the treatment of peptic 
leer are repeatedly referred to in the recent 
medical literature. 
Pro-Banthine Dosage 
The average adult oral dosage of Pro- 
Banthine is one tablet (15 mg.) with meals 
and two tablets at bedtime. 

G. D. Searle & Co., Chicago 80, Illinois. 

Research in the Service of Medicine. 


*Lichstein, J.; Morehouse, M.G.,and Osmon, K. L.: 
Pro-Banthine in the Treatment of Peptic Ulcer. A 
Clinical Evaluation with Gastric Secretory, Motil- 
ity and Gastroscopic Studies. Report of 60 Cases, 
Am. J. M. Sc. 232:156 (Aug.) 1956. 
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and he will not awaken 
with that knocked out 
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Two 200 mg Noludar” Tablets 
(non-barbiturate) are almost 
certain to produce sound, 
restful sleep. One 200 mg 
tablet is frequently adequate. 
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Resvon acts instantly in the intestinal tract 


by the unique electrochemical adsorptive action (anion exchange) 
of its resin component.’ Insoluble and nontoxic*, Resion removes 
noxious substances through electrochemical attraction—like a mag- 
net. This action occurs instantaneously . . . as quickly as Resion and 
toxic acid molecules are within functioning range of chemical forces’, 
—yet it leaves important amino acids, vitamins and minerals un- 
affected. With Resion, 86 of 90 patients had complete relief of diar- 
rhea in 8 to 12 hours.* 


For simple diarrhea: Resion, a combination of polyamine methyl- 
ene resin and synthetic silicates. 
For infectious diarrhea: Resion P-M-S, the Resion formula plus 
polymyxin, phthalysulfacetamide and the parabens. 

References: 1. Martin, G. J.: Ion-Exchange and Adsorptive Agents in Medicine, Little, Brown 


and Co., Boston, 1955, P. 205. 2. Lichtman, A. L.: Exper. Med. & Sury. 9:90, 1951. 3. 
Gabroy, H. K., and Selsman, G. J. V.: Amer. J. Digest. Dis. 20:395, 1953. 
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PANEL DISCUSSION ON CHRONIC ULCERATIVE COLITIS* 
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and 
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Dr. Kiefer:—In this panel on chronic ulcerative colitis we have planned to 
emphasize the treatment of this disease as it occurs in its various stages and 
forms, and with and without some of the common complications. The problems 
of therapy are so variable that most medical centers, in which a large number 
of patients with chronic ulcerative colitis are treated, find that the best approach 
is by means of a clinical team, which includes a gastroenterologist, a surgeon 
who has a special interest in the colon and rectal region and a psychiatrist who 
has a broad concept of psychosomatic disease and an understanding of the 
severe and disabling psychoneurotic problems that go with a chronic disabling 
disease. 


Behind the clinical front we have the pathologist, whose elucidation of the 
pathologic changes of the disease leads to rational therapy. 


Now, as to the panel we have this morning, on your right, and my left, is 
Dr. Sheldon C. Sommers, whom we are fortunate to have to take the place of 
Dr. William A. Meissner, whose name is on your program. Dr. Sommers is a 
pathologist and is from Boston. 


Next to him is Dr. Rosser P. Atkinson, a psychiatrist, also from Boston. 


*Presented; before, the 22nd Annual Convention of the American College of Gastroenter- 
ology, Baston Mass., 21,22, 23 October 1957. 

Department of Gastroenterology, Lahey Clinic. 

tDepartment of Surgery and Proctology, Lahey Clinic. 

{Department of Neuro any: Lahey Clinic. 

§Associate Professor of Pathology, Boston University School of Medicine. 
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Next to me is Dr. Neil W. Swinton, a surgeon of Boston, and I will try to 
defend the position of the gastroenterologist. 


We plan to run this as a dry clinic. The clinical features of several forms of 
ulcerative colitis will be presented, and we will then ask the panelists to act as 
consultants, advise treatment, and give their reasons for their choice. 


(Slide) The first slide is a clinical report of what we might call the mildest 
form of ulcerative colitis. This, we think, is important because it presents the 
disease in its earliest, uncomplicated form, and we can study it in the simplest 
form in which it occurs. The symptoms are those of inflammation of the rectal 
mucosa, 


This man is 33 years old. He has had the disease nine months. He has 
tenesmus and bloody mucoid rectal discharges but does not have diarrhea. 
He has no fever and is not disabled. He works every day. He has not lost weight, 
and has no anemia. 


On proctologic examination he has the typical findings of early active 
ulcerative colitis without chronic contraction of the colon or rectum and without 
ulceration and polypoid changes in the mucosa. 


The roentgenogram in a case like this is essentially normal. Usually this 
type cannot be diagnosed with the roentgenogram. Perhaps a little coarsening 
of the mucosa in the lower sigmoid can be seen. This is active, ulcerative 
proctosigmoiditis. 


Dr. Sommers, I should like to have you describe the initial pathologic 
changes found in the bowel wall at the onset of ulcerative colitis. 


Dr. Sommers:—Dr. Kiefer, the earliest change is a microscopic one. 


(Slide) This shows a slide of polymorphonuclear leucocytes collected in 
the glands of the large intestine. You see them in the center. What attracts them 
there is unknown. 


(Slide) This shows what happens when the crypt abscesses become much 
larger. They rupture at the base and dissect along the submucosa between two 
adjacent crypt abscesses, and the intervening mucosa is then cast off. 


(Slide) This shows the ulceration that results, with the overhanging mu- 
cosa still intact. It is not a real proliferation but a pseudopolyp, or overhanging 
mucosa, under which there is ulceration. 


Dr. Kiefer:-Thank you, Dr. Sommers. The etiology and pathogenesis of 
ulcerative colitis are still obscure, but there has been great interest in the 
influence of psychosomatic changes in the onset of ulcerative colitis. I think at 
this point we should like to ask Dr. Atkinson, the psychiatrist, to discuss the 
part he believes psychic influences play in producing this disease. 
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Dr. Atkinson:—Certainly we are not prepared to say this is a psychosomatic 
disease. Many personality profiles have been postulated for various groups of 
disorders such as the hypertensive personality, the ulcer personality and there 
has been a group of men who have been attempting to delineate an ulcerative 
colitis personality profile. I think we can best say that there is an emotional 
element which at present is only a link in the chain of a series of grim events 
that occur both emotionally and physiologically with this devastating disease. 


Nonetheless, after seeing a number of these patients, I think we may 
safely say that there seem to be psychological elements displayed in many of 
them which definitely seem common to all of them and which we will discuss. 
As you well know, their personality difficulties range from a mild degree of 
personality disorder to a frank psychosis. Many have felt that the factors in this 
disorder are akin to paranoid disease. I think that is true, but the psychotics 
are very much in the minority. I have seen only one or two who showed the 
actual symptoms of a psychosis. There does seem to be a constellation of 
personality defects which stems from their relationships to a key emotional 
figure which is usually a mother or a mother substitute. 


These patients are unusually dependent and, interestingly enough, some 
of them do show very aggressive features when they are in a phase of remission. 


Another facet noted by the psychosomatic proponents has been the fact 
that many of these patients have severe headaches, some have migraine, and 
others have headaches which are not typically migraine when they are in a 
stage of remission. The headache develops when they accept too much responsi- 
bility or when they show aggression in some manner either by releasing their 
hostility or by being aggressive and by taking on more responsibility. This, of 
course, belongs in the realm of speculation, but these individuals do display 
that tendency and they often show deep hostility, which is probably really a 
reflection of their severe fears of people and their inability to get along without 


support. 


They are often obsessive. Abraham has described the anal character and 
persons with the anal character are often obsessive-compulsive individuals. I 
have not found this a particularly prominent feature in the ulcerative colitis 
victims I have seen. 


One of the factors that seems to precipitate an acute episode (the sudden 
development of explosive symptoms) is that his relationship with the pre- 
viously mentioned key emotional figures is threatened by something in his 
current life situation. They need not necessarily retain the basic dependency 
upon the original figure. This is often transferred to a similar relationship with 
some other person, usually a wife, a brother or sister, but it is usually the wife 
or husband. If something actually or even in fantasy threatens that relationship, 
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it seems to coincide with the development of the symptoms aiid “also with the 
severity of the symptoms. When there has been an actual loss of a key emotional 
figure, we are then more likely to find the symptom. When the threatened loss 
has been one of a gradual nature, the onset of thé disease seems to be more 
gradual and it may take several months to develop. I feel that this is a very 
important factor in treatment. 


Do you want me to go into that? 
Dr. Kiefer:—Yes, please. 


Dr. Atkinson:—This is an important point in treatment and we must never 
underestimate the importance of transference of the relationship between the 
physician and the patient. These individuals are very sensitive and will react 
with fear and sometimes with symptoms even to a threat of the doctor aban- 
doning them. I have found that many of them will carry a piece of paper, 
sometimes with the doctor's telephone number or address. Sometimes they 
carry a prescription that they never had filled. This, of course, indicates the 
dependence that has been transferred to the doctor relationship and also indi- 
cates its importance to the patient. The physician, of course, need not be a 
psychiatrist. Often they cannot afford a long therapeutic, consultative regimen 
so in practice it is probably the gastroenterologist or the local physician who 
forms this relationship. It is important that you contact them by writing, even 


when they go away, or if you are away, drop them a postcard to keep up this 
bond that they prize so highly. Invite them to write to you. 


Here is an instance of what I imply. We had a patient at the Massachusetts 
Memorial Hospital who at the time of admission had a rather violent episode, 
and yet he improved and formed a very close relationship with his psychiatrist, 
who was a friend of mine. While the patient was in the hospital, it was found 
that his wife was threatening to divorce him and actually served him with a 
paper while he was there. He was able to surmount this without a flare-up of 
symptoms, but it was necessary for him to appear in court about the matter 
and he asked the psychiatrist to go with him. Unfortunately, the psychiatrist 
forgot and the man had to appear alone. Within two days, he had a complete 
upheaval of his symptoms, and his anger over the event was easily discernible. 
He refused to speak to the psychiatrist again in spite of his apologies, and 
indicated that he wanted no further part of him. Later he became surly and 
suspicious. I was assigned to the case and he did not want any part of me either. 
He definitely became, in a sense, a troublemaker, trying to pit the surgeon 
against the internist and against the psychiatrist, who made a few gestures to 
try to feel him out, to no great avail. Finally his symptoms became so severe 
that he had a colectomy. It was very unfortunate that the psychiatrist let him 
down, as it were, but it does show the dependency relationship that develops 
in these patients. This relationship really should be fostered during their illness. 
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Dr. Kiefer:-Thank you, Dr. Atkinson. I think we all.agree that perhaps 
not every patient needs specific psychotherapy, but all patients need a physi- 
cian who has sympathy, patience, and a good rapport with his patient. 


Dr. Swinton, take this type of patient who is presented here, who has mild 
bleeding; how important is this in proctologic practice? 


Dr. Swinton:—Dr. Kiefer, I think this early phase of the disease is very 
important. Surgeons usually see these patients first. The first symptom is bleed- 
ing. Patients are likely to come to the physician for a rectal and proctoscopic 
examination because of this bleeding. It may accompany a bowel movement, 
but frequently does not. Such bleeding must always be distinguished from that 
originating in an internal hemorrhoid. The typical findings described are quite 
obvious, but a proctoscopic examination is most important in establishing a 
differential diagnosis. 


Dr. Kiefer:—Will you discuss the question of biopsies and whether or not 
you have any specific local treatment for these patients? 


Dr. Swinton:—We do very few biopsies in the majority of cases of this type. 
If there is any indication of a tumor, a biopsy certainly should be done, but it 
is not necessary for the majority. If biopsies are done routinely, sooner or later 
chronic ulcers will be found in some and in many instances they are difficult 
to heal. 


I have one patient now under observation who has had an ulcer on the 
anterior wall of the rectum for six years. The ulcer developed after the initial 
biopsy and has been made larger by repeated biopsies over the years. I do not 
know at present just how to control the occasional hemorrhage in this case. 


Surgery has no place in the treatment of this phase of the disease. I believe 
it is strictly a gastroenterological and medical problem. 


Dr. Kiefer:-The medical problem in this type of case is mainly a question 
of diet and rest. Some mild sedation may be useful. I will not take the time to 
go into the details of the diet and in these patients who do not have diarrhea, 
a fairly liberal diet can be given. Usually we use a diet that is bland but not 
particularly low in residue. If there is diarrhea, a low residue diet is used. 


Particular attention should be given to food idiosyncrasies or sensitivities 
the patient may have noticed. If the patient has found that if he eats an egg, 
he has diarrhea immediately, it should be considered an important observation. 
The question of milk has attracted the attention of many clinicians, and we all 
see many patients who do much better, and their diarrhea improves when milk 
is removed from their diet. Milk is not a low residue food, but there seems to 
be more to consider than increased residue. Whether or not there is an allergy 
to milk is certainly not clear, but, if milk is taken out of the diet, the patients 
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can usually eat foods that have milk cooked in them. A strict milk-free regimen 
is apparently unnecessary to obtain good results. 


In this early type of disease we have the best chance to determine the 
effectiveness of steroids by proctoscopic examination. The inflammation of the 
rectal mucosa after a few days of steroid therapy clears up so that often the 
mucosa appears practically normal at the next examination. I think this is a 
very good demonstration of the local effect of steroids on the inflammatory 
reaction in the bowel mucosa. 


I do not think we can say this is a cure. It simply modifies the reaction that 
has occurred as a result of some unknown sensitization. Steroid therapy is one 
of the most effective means of bringing about a remission in this rather trouble- 
some although not critical condition, and steroids are used most effectively in 
these milder cases. As the cases become more and more complicated with 
secondary infection and organic changes, the value of steroids decreases. Prob- 
ably the most effective means of administration is the injection of ACTH, but 
for ambulatory patients prednisone in adequate doses will have an effect almost 


as good. 


The next case illustrates a complete contrast in the degree of severity of 
this disease. This patient has the most severe form of the disease, the so-called 
acute, fulminating ulcerative colitis. 


(Slide) This woman 31 years of age has had the disease for ten months. 
In the last three weeks before coming into the hospital she had severe, constant 
diarrhea with large quantities of blood, severe prostration, nausea, vomiting, 
fever and pulse rate of 140. Blood examination shows hemoglobin of 8 gm. and 
a white blood cell count of 18,000. On examination of the rectum, large con- 
fluent ulcerations, polypoid islands of swollen mucosa, and much pus and blood 
are seen. 


(Slide) This is the roentgenogram taken four weeks before entry. It shows 
contraction and rigidity and the entire colon shows evidence of ulceration. The 
patient was too ill to have another roentgenogram taken. 


(Slide) This chart, which was made during the first three days in the 
hospital, shows the ragged up-and-down temperature and the high pulse rate. 


This patient was treated with antibiotics and azulfadine, a form of anti- 
pyrine, with very little, if any, beneficial effect. The hemoglobin does not re- 
spond well to repeated blood transfusions. So here we have the severe septic 
case of diarrhea, with marked blood loss, and acute inflammatory destruction 
of the bowel mucosa. 


Dr. Swinton, will you discuss the treatment of this type of case? 


Dr. Swinton:—In these cases, the surgeon should be consulted immediately. 
Many times as we look back after an unfortunate outcome, we know that our 
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biggest mistake was in not acting sooner, although, in individual cases, proper 
timing is difficult. Certainly, the question of surgery should be considered 
immediately in these overwhelming situations. 


As to whether an ileostomy alone, an ileostomy with partial colectomy, or 
an ileostomy with removal of the entire colon and rectum should be performed, 
is a subject of considerable discussion at the present time. A number of surgeons 
remove the entire colon, even in the presence of a high fever and the obvious 
fulminating problem illustrated by this case. At the clinic, we approach this 
radical attitude with extreme caution. We have, however, performed colectomies 
in a small number of these desperately ill patients. We have performed ileos- 
tomy and partial colectomy (to the sigmoid) in a much larger number, but in 
almost every fulminating situation, we have first tried medical treatment for a 
brief period. If peritonitis with perforation, bowel perforation with an abscess, 
or uncontrollable hemorrhage is present, then one’s hand is forced. 


An abdominoperitoneal resection has been carried out as the first stage in 
a number of cases of uncontrollable hemorrhage and lives have been saved 
with this approach. These are individual problems and must be settled on that 
basis. 


Dr. Kiefer:—Would you say a little more about hemorrhage? Does contin- 
uous hemorrhage stop if you perform an ileostomy? If it continues, what do 
you do about it? 


Dr. Swinton:—One of the first patients whom I saw when I came to Boston 
was a member of our staff. He was a prominent gastroenterologist at that time. 
He had been in excellent health until the week before when septic diarrhea 
and uncontrollable hemorrhage developed. At the end of a week he was almost 
moribund. In spite of an ileostomy, he continued to bleed and died three weeks 
after the onset of the disease. We have observed repeatedly that ileostomy will 
not necessarily control bleeding. Our statistics show that bleeding is controlled 
by ileostomy in less than one-third of our patients. 


Dr. Kiefer:—The medical treatment in this type of case is chiefly support, 
which means administration of fluids in large quantities, because these patients 
lose an enormous amount of fluid through diarrhea. The electrolytes and fluid 
are important, and blood is also extremely important. They require enormous 
amounts of blood as a rule, particularly if there is massive hemorrhage. 


One tries to control the temperature, the fever, and the sepsis with anti- 
biotics, sometimes with good success. A broad spectrum antibiotic is usually 
used, plus some of the antistaphylococcus antibiotics, using large doses for a 
comparatively short time. If one antibiotic is not effective, another can be given 
because we are really dealing with an unknown organism, the secondary invader, 
which is almost impossible to identify by culture. 
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The steroids should be mentioned only to say they should not be used in 
the severely septic case. In some critical situations they may be used for their 
supportive action. 


The danger of steroids in this type of case seems to outweigh their value. 
Although the steroids may lower the temperature, and the patient may actually 
feel better, subsequent results show that the sepsis has not receded. There is 
considerable evidence to indicate that sepsis may even be increased by the use 
of steroids. 


The other danger is that steroids cover up the progress of the disease. A 
severe complication such as perforation and hemorrhage may not be recognized 
while the patient is taking this drug. In other words, a patient may be getting 
worse while he seems to be getting better. Therefore, we believe that little is 
to be gained by using steroids in the septic cases unless the patient is moribund, 
and in such instances they may be used in desperation to support the patient. 


Dr. Swinton:—When are you ready to give up? 


Dr. Kiefer:-When the patient is in the hospital and is receiving fluids, 
blood, and antibiotics, and the temperature shows no sign of coming down, the 
pulse rate stays high or is going higher, or if the patient begins to show distention 
of the abdomen—those are danger signs, and are indications that a surgeon 
should be called. 


Dr. Atkinson, have you anything to offer in a case of this kind? 


Dr. Atkinson:—None other than general measures. As I said before, these 
patients are highly sensitive. You have to pay attention to little details. These 
individuals become very much upset when we fail to see them. At the Baptist 
Hospital a few years ago, we had two Jewish lads, both unmarried, both living 
in Long Island; neither had a father, and both of them were in the hardware 
business. One day I went to see them. I was called out and did not go back. 
I had had time to see only one of them and it was evidently reflected in the other 
boy. He finally told me that I went in to see his friend—they knew each other— 
and I did not go in to see him, and he held it against me. 


Dr. Erick Lindemann always made a great point that when surgery is con- 
templated, a key family relative (a brother, for instance) should stay in the 
hospital the night before. He based this on the reciprocal position that always 
exists between these individuals. It is amazing how many, many times they be- 
come identified with their own stool. They need every bit of support they can 
get from anywhere. Also you will often find a lot of hostility under the surface, 
from the mother or sometimes from other relatives. They look at these patients 
as perhaps socially unacceptable because of the nature of the illness. These 
patients are highly sensitized—it is surprising what a paranoid will pick up as 
innuendo, either from the doctor or someone else! Everyone has to be on guard. 
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Lindemann believes that the guilt feelings of a relative toward this person 
are assuaged if the relative stays in the hospital the night before the surgical 
procedure and is with the patient. Sometimes the patient exhibits violent an- 
tipathy toward one of them, which is understandable since the patient may be 
unstable. 


One more word on this. If anyone is psychiatrically identified, this is one 
situation where you should never probe into what you may think might be 
the cause of the trouble, what the life situation is, or what started the illness. 
All that probing will do is stir them up, and you will have seriously ill patients 
if they get emotionally upset. They need much support, even to the point of 
babying them, but at this crucial time any measure to avoid offending them 
will be advantageous. 


One more thing: I suppose many of you have an einai club in your 
town. It is called a Q-T club. This organization has offices all over the country, 
and we find them of invaluable aid. 


We have one woman, 30 years old, who has had her ileostomy bag nine or 
ten years. She is a very attractive woman, and has three children. We often 
send her to see some poor woman who feels that she is at the “bottom of the 
barrel”. It is amazing what some of these people can do for them, telling them 
that they felt the same way. They overcame their difficulties and led a normal 
life; they became wives and mothers or entered business. 


They also have a group plan. Since last year one man makes a business 
of investigating every type of device, nationally and internationally. Some 
patients came here from London. He instructed them as to what he had learned. 
They may go out and spread the information, too, and that is a great help. 


By talking the problem over before, they get more or less accustomed to 
the idea. I have seen patients recently whose depression was horrible when the 
bag had not been discussed with them before surgery, and that sometimes hap- 
pens. All of a sudden they are confronted with a strange device, which at that 
time looks like an infernal machine. 


Dr. Kiefer:—(Slide) Dr. Sommers, this is a slide of a surgical specimen 
removed from the patient we have been discussing—the acute, fulminating type 
of disease. Would you comment on the pathologic observations in this case? 


Dr. Sommers:—Here you see a very severe ulceration of the mucosal surface. 
There are longitudinal gutters interdigitating, running down the lumen and 
destroying the mucosa. The damage, although extreme, is very superficial, 
microscopically, and the muscle and subserosa are completely normal. 


Dr. Kiefer:—Put on the next slide. 


Dr. Sommers:—(Slide) In this slide, the mucosa, which has not been de- 
stroyed, shows up as a cobblestone or polypoid appearance. These are not real 
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polyps, just undestroyed mucosa, if you like. It is like the hills in the middle of 
the Grand Canyon. They stick up because everything else has been eaten away 
worse. These so-called pseudopolyps have no proliferative activity and no pre- 
cancerous significance. They are made up of inflammatory tissue and will either 
return to normal, if the mucosal surface heals, or sometimes drop off and appear 
in the stool. They are seen in the x-ray and grossly, but they are really not a 
very important aspect of the disease, particularly with regard to cancerous 
complications. 


Dr. Kiefer:—This next slide shows a case which is more the textbook type 
of ulcerative colitis. It is an acute early ulcerative colitis with fever in a man 
40 years of age. The duration of the disease is eight weeks. He has had no 
previous attack, and this attack began during an upper respiratory infection. 


He has pain, diarrhea, with eight to ten bloody stools per day, fever, and 
is dehydrated. The abdomen is tender but not distended; temperature 102 de- 
grees; pulse 90; hemoglobin 10.7 gm., and white blood cell count 10,300. The 
proctoscopic examination shows ulcerative colitis without severe or confluent 
ulceration. The roentgenogram shows no contraction or rigidity. In this case the 
disease has been present only eight weeks. Contraction, rigidity and loss of 
flexibility have not yet developed. 


(Slide) The roentgenogram shows no striking change, but on careful 
examination sawtooth irregularities may be seen along the border, and haustra- 
tions are lost throughout. 


This case is much less severe than the one we have just seen but the patient 
has fever, and is really ill. 


Dr. Swinton, if you saw this patient on admission, what physical signs 
would you look for to help you decide whether he should be operated on 
immediately or should be deferred until] after some treatment? 


Dr. Swinton:—The majority of these patients do not require immediate 
surgery. The gastroenterologist should be given every opportunity for con- 
servative treatment, but one must watch for complications such as perforation, 
abscess, uncontrollable hemorrhage and bowel obstruction. If there are no 
surgical complications, the majority can be satisfactorily managed medically. 


Dr. Kiefer:-The medical regimen in this type of case is fluids, blood, and 
antibiotics. ACTH or steroids may be given if the temperature returns to 
normal. Steroids are not given until we see what the reaction is going to be. In 
an early case such as this, some beneficial effects can be expected from steroid 
therapy. 


(Slide) The temperature chart of this patient, unlike that of the previous 
case, shows a good response to antibiotic therapy. When the temperature 
returned to normal, administration of steroids was begun. 
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This man made an excellent recovery and has gone two or three years 
without a recurrence. 


(Slide) We will go on now to another type of ulcerative colitis that pre- 
sents a problem, and this is the chronic, long-standing colitis with gross changes 
in the colon and with anorectal complications. This often results in total dis- 
ability—the patient becomes a chronic invalid. 


This patient, 18 years of age has had the disease for four years. He is poorly 
nourished, and development is retarded. He has a moderate degree of diarrhea 
but no gross blood is seen in the stools. He does not have any fever but he is 
pale, emaciated, has a perianal fistula, and some anemia but no elevation of 
white blood cell count. 


Rectal examination shows that the rectum is contracted and the mucosa is 
pitted and friable. 


(Slide) On roentgenologic examination the entire colon is contracted and 
rigid, and there are polypoid mucosal changes, especially in the shortened 
splenic flexure. The entire colon is short. 


This patient is an invalid because of activity of the disease at intervals 
rather than as a result of active ulcerative colitis. 


Dr. Swinton, what would be your recommendations in this case? 


Dr. Swinton:—This case obviously is a surgical problem—if not now, even- 
tually. Dr. Cattell perhaps best described this a few years ago when asked a 
specific question concerning the most important single indication for total 
colectomy. He said, “when they become such an economic problem that life is 
unendurable”. 


A few years ago Dr. Lahey asked me to look up the bills of some of these 
patients who had been hospitalized repeatedly over two, three anJ even five 
years and then finally had total colectomy. The totals of some of these hospital 
bills astounded me. They represented thousands of dollars in hospital charges, 
blood transfusions, laboratory procedures, vitamins, drugs, special nursing, 
operating room fees, and so forth. In many instances, the costs had economical- 
ly wrecked not only the patient himself, but his immediate family, many times 
his parents or distant relatives and sometimes many of his friends. 


This factor certainly must be considered when patients have to be hos- 
pitalized repeatedly for several weeks over continuing years. We know that by 
ileostomy and total colectomy the majority of these patients can be restored to 
health and become well-adjusted members of society. 


Whether or not total colectomy with ileostomy and removal of the rectum 
is done in one stage depends on the surgeon’s experience and the physical con- 
dition of the patient. At present, one-stage and two-stage colectomies are usually 
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done, and in most instances the entire colon should be removed with the rectum. 
Two or three of our patients whose rectums were not removed at the time of 
ileostomy and colectomy have been too busy to come in for the abdominoperi- 
neal portion of the resection and they have been reasonably well. 


I made a proctoscopic examination of such a patient recently. Five years 
have elapsed since his ileostomy and colectomy, and he still refuses to take 
time off for removal of the rectum. His only symptom is an occasional bloody 
discharge from the retained rectum, and he usually comes in for a sigmoido- 
scopic examination at such times. The mucosa is granular, scarred and bleeds 
easily on manipulation. I am not greatly impressed with the danger of malig- 
nant degeneration in these cases. In the cases, however, in which the disease 
has been present for ten years or more before colectomy is performed, the 
incidence of cancer in the removed specimens is appreciable. 


No large series of cases have been reported with respect to the effects of 
ulcerative colitis on subsequent pregnancies. If the entire colon and rectum 
have not been removed and the patient becomes pregnant, she may have some 
difficulty. We have, however, had many ileostomy patients go through a normal 
pregnancy without difficulty, when the entire colon and rectum have been 
removed prior to the pregnancy. 


Dr. Kiefer has asked me about the effect of total colectomy with removal 


of the rectum on sexual function in the male. It is very difficult to give accurate 
statistics on this. Of our patients who have had abdominoperineal resection for 
cancer, at least one-third have had some degree of impotence following the 
operation. The abdominoperineal resection for ulcerative colitis is much less 
radical and therefore less traumatizing. We occasionally see a male patient who 
complains of some impotence, but exact figures are difficult to obtain. 


Dr. Kiefer:—In this type of case the patient must accept a permanent 
ileostomy and colectomy, for which he has traded his complete disability or 
invalidism. When a patient has something to gain in making this trade, he is 
much more satisfied. If he has not had too much trouble before operation, he 
may be dissatisfied and unhappy with an ileostomy, but if he has been com- 
pletely disabled, he gladly accepts the ileostomy. 


As Dr. Atkinson has mentioned, we, as clinicians, get tremendous help from 
the ileostomy clubs, the Q-T clubs. The members often see our patients before 
they are operated on, and prepare them for the problems they may have in 
adjusting to an ileostomy. They look after some of the details that we, as physi- 
cians, do not have time for, or even know about as well as patients who have 
ileostomies. The ileostomy clubs have been of tremendous service to these un- 
fortunate persons. 


Dr. Swinton:—May I add one word, Dr. Kiefer? 


Kiefer et al—Panel Discussion on Chronic Ulcerative Colitis 371 


I would like to express something that I think is important. In patients with 
rectal complications, that is, a burrowing beneath the mucosa in the anorectal 
canal with resulting fistulas and abscess, as described by Dr. Sommers, I have 
frequently made a notation on the history that the patient would eventually 
come to total colectomy, even though at the time of examination the extent of 
the disease in the remaining portion of the colon was minimal. Extensive in- 
volvement of the anorectal area, rectovaginal fistulas and scars and contractures 
are bad prognostic signs and total colectomy should be considered eventually 
for many of these patients. 


Dr. Kiefer:—Time is getting short and we will go on to the next case. 


In some cases in which the disease has been present for a long time, it 
becomes arrested. The colon is more or less scarred and contracted, and the 
degree of organic changes on the roentgenogram is astounding. The adjustment 
that is sometimes possible by management of diet and habits is surprising. 
Patients with greatly contracted and rigid colons may have only a mild diarrhea, 
which they can control. They do not have incontinence, and they live compara- 
tively normal lives. 


There is a question whether colectomy should be advised in this type of 
case. Certainly, the danger of malignant degeneration should be considered. I 
will ask Dr. Sommers to tell us something about the dangers of malignant de- 
generation in ulcerative colitis. 


Dr. Sommers:—From the literature many of the series show about 8 to 10 
per cent of carcinoma arising in ulcerative colitis. As Dr. Swinton pointed out, 
it is usually in cases that are over ten years in duration. 


In my experience these cancers are not typical grossly. They do not rise 
above the surface and are not likely to be picked up clinically or by x-ray. The 
other peculiar thing about cancer arising in ulcerative colitis is that one may 
have multiple, separate, primary cancers which are found in the surgical speci- 
men. This is a very serious complication of ulcerative colitis but, of course, it 
is not terribly common. 


Dr. Kiefer:—In the medical management of these cases, tranquilizing drugs 
and sedatives are sometimes used. Dr. Atkinson, would you say a word about 


that? 


Dr. Atkinson:—I think probably you might be better able to witness the 
end results of these. We have used tranquilizing drugs on occasion with not 
uniformly good results, but certainly the condition of some patients who devel- 
oped a great deal of anxiety when they became ill is improved. 


I have not had too much experience with the mood elevators in this, but I 
was talking yesterday to a chap who has had quite a little experience with 
Marsilid, not only in somatic disorders, but also in emotional disorders. He was 
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quite enthusiastic about it. I do not know much about it but quite a few physi- 
cians seem to be enthusiastic about it. I see no reason why, for the severe de- 
pression that often accompanies this disorder, it would not be of value. 


Dr. Kiefer:—There is no question about the usefulness of phenobarbital in 
the past. Whether or not these newer drugs will be more effective we will know 
in time. 


In the time we have left, I will ask Dr. Swinton to discuss the important 
surgical steps in the coastruction of a satisfactory ileostomy stoma. 


Dr. Swinton:—If patients with ileostomies are going to be happy and well- 
adjusted, the first consideration is a technically correct stoma that will not scar 
and I think this scarring can be avoided by primary healing between the mucosa 
and skin. 


(Slide) This is a satisfactory ileostomy. There is no scar at the junction of 
the ileum and the skin. Most of these ileostomies will not break down or cause 
complications later. 


(Slide) This is an earlier ileostomy of the same type—very satisfactory. The 
implanted sigmoid will be removed later by abdominoperineal resection. 


(Slide) Prolapse is a complication that does not occur very frequently. We 
have had only one in the last four or five years. Prolapse results from improper 
wound closure and healing or inadequate fixation of the mesentery. 


(Slide) I show this complication because it has been very troublesome in 
our experience, and used to occur frequently. This is a persistent perineal sinus 
following the removal of the rectum in a patient with ulcerative colitis. Several 
years ago I decided that these should not be allowed to go untreated indefinitely. 
We now excise these sinus tracts, clean them out thoroughly and do a primary 
closure of the wound with very satisfactory results. One of the factors in the 
persistent sinuses in this area is retained hair, the same pathologic process which 
I believe is responsible for the majority of pilonidal sinuses. During the healing 
period, if hair cannot be kept out of the sinuses an epilation dose of x-ray— 
about 375 r—is helpful in reducing infection and retention of hair in this area. 


(Slide) This is the simple technic, first shown by Warren and McKittrick 
a number of years ago, for removing the scar contracture at the base of an 
ileostomy. 

(Slide) These operations are usually done through a left paramedian inci- 


sion with the stab wound ileostomy midway between the umbilicus and anterior 
spine of the pubis in the right lower quadrant. 


(Slide) After the ileum has been pulled out of the stab wound in the right 
lower quadrant for a distance of 2 inches, the mesentery is tied off, the serosa 
stripped off, and the mucosa brought down and sutured to the skin edge. 
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(Slide) A great deal could be said about appliances. There are certain 
basic principles to remember, some of which have been shown here. We use a 
polyethylene bag with an adhesive strap applied directly in the operating room. 
This is inexpensive and very satisfactory for the first seven to ten postoperative 
days in these patients. 


In most cases after a week or ten days an appliance with a ring of several 
different sizes is used, so that periodic adjustments can be made during the first 
four to six weeks and during the time of the contraction of the ileostomy. There 
are many refinements of these appliances, deodorizers, and so forth. 


(Slide) Here is another type of ileostomy bag. This one has a definite con- 
tour which many women find comfortable and easier to keep water tight than 
some of those with the flat rings. 


(Slide) This shows one of these bags in position. 


There is one other subject I would like to mention which has received much 
attention in the past year or two, primarily in England, and much more recently 
in this country. There is a group centered around the Gordon Hospital in Lon- 
don which has now done an appreciable series of cases by removing the colon 
but ultimately anastomosing the ileum to the rectum—an ileorectal anastomosis. 
Usually several months or even a year may elapse between the initial ileostomy 
and the anastomosis of the ileum to the retained rectum. This procedure has 
been done for four or five years in England and the preliminary reports from 
this group of surgeons seem to be satisfactory. There has been almost no ex- 
perience with this procedure in the United States. At the clinic, we have been 
very conservative in adopting it, as the re-establishment of continuity in the 
past has been unsatisfactory in most cases. This, however, is a new approach to 
the surgical treatment of patients with ulcerative colitis and certainly the ex- 
perience of these observers should be closely followed and carefully evaluated 
in the future. 


Dr. Kiefer:—Our time is up and we are sorry we will not be able to answer 
questions. The panel and I thank all of you for being patient. 


DIVERTICULITIS OF THE COLON® 


CLAUDE E. WELCH, M.D.t 


Boston, Mass. 


Diverticulitis of the colon is an important disease because of its frequency 
and because of the severity of the attendant complications. It is also an inter- 
esting and timely topic for discussion since a reduction in the surgical mortality 
in the past decade has led to changing concepts of therapy. It will be the pur- 


pose of this paper to describe these trends and to assess the methods that may 
be applied in therapeusis. 


Causes and incidence:—At the outset it may be well to recall that the cause 
of diverticulosis has never been determined. It is clear, however, that it is a 
degenerative disease since it is practically never encountered below the age of 
35, and becomes increasingly common with advancing age. The incidence in 
the general population has never been determined, though data on occurrence 
in asymptomatic patients will be available from cancer detection centers where 


long series of asymptomatic patients have been subjected to routine barium 
enemas. 


A study of 2,000 consecutive barium enemas performed in the Massachu- 
setts General Hospital shows that the occurrence of diverticulitis of the colon 
is much more common than previously supposed. Obviously most of these pa- 
tients had some gastrointestinal symptoms but they represented a typical hos- 
pital population. A steady increase with age was found with both diverticulosis 
and diverticulitis beginning from age 35, so that at age 90 nearly two-thirds of 
all these patients examined demonstrated diverticulosis, and nearly half of them 
had some evidence of diverticulitis. 


It follows that as the average age of our population increases, diverticulitis 
will become more common. Furthermore, the problems connected with geriatrics 
must be encountered with diverticulitis rendering its treatment more difficult. 


Since it has been established that diverticulosis is a degenerative disease, 
the pathogenesis must depend upon some factor that has been operative for 
many years. At the present time the most likely explanation for the development 
of diverticula is that first suggested by Klebs—that traction on the bowel wall 
at the site of perforation of the muscular layers by mesenteric vessels is respon- 
sible. In cleared specimens, Noer has demonstrated that diverticula tend to be 
clustered about the points of vessel entry into the wall of the colon. 


*Read before the 22nd Annual Convention of the American College of Gastroenterology, 
Boston, Mass., 21, 22, 23 October 1957. 

Visiting Surgeon, Massachusetts General Hospital, Clinical Associate in Surgery, 
Harvard Medical School. 
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Other factors are undoubtedly important as well. There is probably an 
inherited predisposition to the disease. The overwhelming concentration of 
diverticula in the sigmoid suggest that solid feces, stasis and angulation of the 
colon all may play a part. In the presence of diverticulosis, constipation is very 
likely to lead to diverticulitis, and it seems possible that it may play a role in 
the initiation of diverticulosis as well. There is no clear relationship of diet, sex 
or obesity to the disease. 


Clinical features, and selection of patients for surgical therapy:—Since 
diverticulitis, in most instances, may be treated either medically or surgically, 
one of the most important considerations is the selection of patients who should 
be operated on. The second important consideration is the method of surgical 
therapy that should be employed. 


It must be recognized that the great majority of patients with diverticulitis 
have relatively minor symptoms, and respond rapidly to medical care. Nearly 
75 per cent of all cases fall into this group. Those who become surgical prob- 
lems usually become so rapidly and dramatically though some have persistent 
troublesome symptoms that lead to surgery. To foretell which patients will do 
well on medical therapy obviously would be desirable. It is apparent that in 
most instances this decision can be made only after following the individual 
patient. In some circumstances, however, the symptoms are of serious enough 


significance to indicate immediate or early surgery. 


The symptoms therefore are of prime significance in the selection of the 
type of therapy. Those that can be followed and treated with some equanimity 
include constipation and diarrhea. Those with graver but variable significance 
are abdominal pain and abdominal distention. Those of serious importance in- 
clude a palpable mass, nausea or vomiting, rectal bleeding, dysuria or fre- 
quency, pneumaturia and a fecal fistula. Medical therapy generally is indicated 
in the first group and surgical in the last, while those patients in the middle 
group may be treated in either fashion depending upon individual circum- 
stances. 


Fortunately in most instances the disease is manifested by a relatively acute 
attack of left lower quadrant pain with localized tenderness and slight fever, 
together with either constipation or diarrhea. Such attacks are usually self- 
limited, though apparently are shortened by antibiotic therapy, a low roughage 
diet and either Metamucil® or mineral oil. The opportunity should be taken at 
this time to establish the diagnosis. Careful sigmoidoscopy and a barium enema 
should be carried out, stopping the inflow of barium if there should be the 
slightest evidence of extravasation through a ruptured diverticulum. The attack 
should subside within a few days. The physician, in addition to his dietary and 
colonic medications, should encourage weight reduction in the event that re- 
currences will make surgery necessary. 
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A single episode of diverticulitis may be followed by others in rapid succes- 
sion, or by a period of freedom from recurrence for many months or years, to 
be followed by another attack that may again be mild or severe. The pattern is 
so variable that it is impossible to be dogmatic and say that two or more attacks 
of diverticulitis indicate operation. In many instances, however, surgery must 
be considered in this group of patients. These considerations are important: 


1. Other more malign symptoms are present, such as rectal bleeding or 
dysuria. 


2. Roentgenographic studies show serious deformity of the involved seg- 
ment of the colon, indicating that fibrosis and severe structural change will lead 
to obstruction at a later date. 


3. The attacks are persistent despite compliance with good medical advice 
and are troublesome enough to require relief. 


4. The patient is young. Those with symptoms appearing before 50 years 
of age not only have a long time to live with their disease unless the offending 
segment of colon is excised, but appear clinically to have a disproportionate 
number of serious complications. 


5. Additional enthusiasm may be engendered for surgery if the patient is 
a good operative risk and has a limited segment of the colon involved by diver- 
ticulitis. Conversely, if the patient is obese and has numerous diverticula scat- 
tered throughout the entire colon, it is logical to extend the period of medical 
therapy. 


The patients who are treated surgically because of these repeated attacks 
of mild diverticulitis without any of the major complications form an especially 
favorable group for, with them, it is nearly always possible to carry out a one- 
stage resection and anastomosis, omitting the time-consuming and unpleasant 
temporary colostomy that must accompany any staged resections. 


The individual symptoms are of immense significance in the selection of 
therapy, and, for this reason, they will be considered in some detail. 


Constipation, the most common symptom, must be considered with care 
since cancer of the rectum must be ruled out. Occasionally a subacute obstruc- 
tion from diverticulitis may be demonstrated by x-ray. Usually, however, the 
diverticulitis is mild and the constipation easily managed by Metamucil, Colase 
or mineral oil. 


Diarrhea is a more serious symptom because it indicates active irritation 
of the colon or subacute obstruction. It usually occurs in separate episodes with 
exacerbations of the disease. 


Of the symptoms with variable significance, abdominal pain is by far the 
most important. It varies greatly in its nature and may signify any pathologic 
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change from mild diverticulitis to general peritonitis. In general terms, localized 
tenderness along a palpable sigmoid loop may be treated conservatively, but if 
the tenderness is diffuse throughout the left lower quadrant and associated with 
spasm, some degree of perforation is present. Abdominal distention is a frequent 
complaint but difficult to measure objectively. A sensation of distention with gas 
may be noted in the absence of any evidence of obstruction by barium enema. 


The remaining symptoms are of serious import. A palpable mass, either by 
abdominal, vaginal or rectal examination, must always raise the suspicion of a 
different disease, such as cancer of the colon or an ovarian cyst. It may repre- 
sent a fecal impaction above an area of diverticulitis. When these are ruled out 
there remain the abscesses due to diverticulitis representing either a phlegmon 
of the bowel wall or a pericolic abscess. There is no question but that easily 
palpable masses may appear suddenly, attain the size of a baseball and dis- 
appear completely on prolonged conservative therapy. The error in interpreta- 
tion of pelvic masses, however, is so high and the chance of spontaneous reso- 
lution of a sizeable mass due to diverticulitis low enough to make surgery indi- 
cated whenever the mass is associated with intestinal obstruction, or whenever 
it does not show evidence of resolution after a few days observation. 


Nausea and vomiting, when due to diverticulitis, indicate intestinal obstruc- 
tion. The obstruction may be in the colon, or in a loop of intestine adherent to 
the inflammatory mass. In common with other obstructions, surgical therapy is 
indicated. 

There are a number of symptoms that indicate fistula formation. Urinary 
frequency or dysuria, especially in males or in hysterectomized females, must be 
regarded with suspicion if the patients are known to have diverticulitis since 
these are often the premonitory symptoms of a fistula into the bladder. The diag- 
nosis is clarified by cystoscopy; the tiny tract rarely can be seen by barium 
enema. When pneumaturia or gross feces appear in the urinary stream the diag- 
nosis of a sigmoidovesical fistula is obvious. Fecal fistulas may also present 
through the vagina, perineum, abdominal wall, uterus or ureter. Of these the 
sigmoidovesical and sigmoidovaginal are by far the most common. The presence 
of a fistula is a clear indication for surgery, though in rare instances a fistula to 
the skin or vagina may heal spontaneously. 


Rectal bleeding, in the presence of diverticultis, is always a troublesome 
symptom to interpret. It has been noted as a preoperative symptom in 27 per 
cent of the patients who have had resection in our hospital. The incidence of 
bleeding will be distinctly lower if patients treated medically with the less 
serious forms of the disease are considered. Still, LeRoyer and White observed 
it in 15 per cent of a series of 200 unselected patients. 


The source of this gross bleeding is often impossible to determine. Even in 
the presence of gross hemorrhage our pathologists have been unable to demon- 
strate the source of the hemorrhage in the resected specimen. In many instances 
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the blood appeared from concomitant hemorrhoids, aggravated by the consti- 
pation or diarrhea occasioned by the diverticulitis. Unsuspected adenomatous 
polyps were encountered in many resected specimens, and superficial mucosal 
ulcers in others. By far the most important consideration is, however, that the 
bleeding arises from an untreated carcinoma of the colon that is masquerading 
as diverticulitis. Bleeding from diverticulitis usually occurs at intervals and may 
be massive, while that from cancer of the colon or rectum tends to occur with 
every evacuation, and is in relatively small amounts. In many instances, per- 
sistent bleeding will make a resection the procedure of choice. 


Diverticulitis and cancer:—Special attention must be given to the association 
of diverticulitis and cancer. While diverticulosis and cancer are found together 
very commonly, this is not surprising because of the high incidence of diverticula 
in patients of the cancer age. 


On the other hand, active diverticulitis and cancer are not often encountered 
together. Rauch and Mayo have recently described collected series. From their 
studies the main conclusions that can be drawn are first, that the diagnosis of 
cancer is apt to be delayed, and second, that the five-year salvage rate is dis- 
tinctly less in this group than the usual cancer of the colon. 


Much more commonly, of course, either cancer or diverticulitis exists alone, 
and is mistaken for the other. This need occasion little reason for regret if diver- 


ticulitis is believed to be cancer, since the resection almost surely is indicated. 
When, however, cancer is believed to be diverticulitis, the chance of early opera- 
tion and cure may be forfeited rapidly. Many of these errors are due to inade- 
quate examination; in particular, the radiologic interpretation may be wrong, or 
careful sigmoidoscopy has not been carried out. 


Several groups of patients have symptoms that should make the clinician 
worry particularly about the possibility of cancer. Those who have repetitive 
episodes of rectal bleeding, particularly when it is of daily occurrence, must be 
suspected. Patients with obstruction, or those who do not improve rapidly on 
conservative therapy, may also have cancer. Not infrequently the radiologic 
picture is not entirely typical of diverticulitis, and such patients may have can- 
cer. After a colostomy has been performed for diverticulitis, the clinical course 
usually improves; if symptoms do not subside rapidly, cancer must be suspected. 


Surgical procedures for diverticulitis and its complications:—Approximately 
70 per cent of the patients with diverticulitis will show rapid improvement on 
medical therapy. Ten per cent will have persistent symptoms that will make 
surgery desirable, while in the remaining 20 per cent, the major complications 
of the disease will lead to operation. These complications include perforation, 
fistula formation, obstruction and severe hemorrhage. 


Perforation varies greatly in its import. In many instances the first evidence 
is that furnished by a fistula—the entire process having developed in the absence 
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of any peritonitis. Perforation into the mesentery will produce a localized peri- 
colic abscess. Those along the lateral wall of the sigmoid are usually localized, 
while those that occur into the free peritoneal cavity rapidly produce the signs 
of general peritonitis. 


The surgeon is often in a quandary in his decision as to the proper opera- 
tion. If he decides an operation is necessary, he has his choice of exploratory 
laparotomy with drainage, closure of the perforation, with or without colostomy, 
and exteriorization of the involved segment of colon. There are, I believe, several 
principles that should govern his decision. In the first place a diagnosis must be 
made. This means that an adequate incision for exploration is necessary because 
of the fact that a perforated appendix or cancer of the colon may be encoun- 
tered rather than diverticulitis. In the second place, any procedure that is carried 
out should be envisioned as a step toward the ultimate excision of the involved 
segment of colon. This means that if diverticulitis is found, a transverse colos- 
tomy should be an integral part of the operation, since this will constitute the 
initial stage of the three-stage resection. 


Exteriorization procedures would seem, on first thought, to fulfill a double 
function—removal of the course of contamination and of the diverticula-bearing 
area. With diverticulitis, however, the colon usually is shortened and often 
densely adherent so that the operation may be traumatic, and, in many instances, 
fail to remove the entire area of diverticulitis since the low sigmoid cannot be 
elevated to the abdominal wall. Consequently this procedure is rarely applicable. 


Another operation that may be considered is that of primary resection and 
anastomosis. If the operating conditions are optimum, and the interval after 
perforation is short, there is no reason why it should not be done. At the present 
time this operation seems somewhat radical though time may prove it to be safe. 


The operation that has been proved to be safe, and which should be used 
under most circumstances, is closure of the perforation and transverse colostomy. 
Drainage is not employed unless there has been a large localized abscess with 
fecal contamination, foul pus or devitalized tissue that cannot be removed. 


There is a great deal of interest at this time in the antibiotic therapy of peri- 
tonitis. This is particularly true when a general peritonitis has been encountered. 
Should the antibiotic be administered entirely by the intramuscular or intra- 
venous routes, or should they be supplemented by intraperitoneal administra- 
tion? Neomycin is the drug of choice, if peritoneal instillation is to be used. It is 
bactericidal. Studies by Poth indicate that instillation of neomycin in the con- 
taminated peritoneal cavity will render cultures negative in 30 minutes. Caution 
must be employed, however, because toxic amounts will produce respiratory 
arrest in the experimental animal, and there is suggestive evidence that this has 
occurred in humans. 


On the other hand, many authorities believe that local intraperitoneal in- 
stillations offer no more than can be offered by intravenous or intramuscular 


380 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


antibiotics, provided the drugs attain equal levels in the blood stream. More 
data may be expected within the next few years. Meanwhile it seems fair to 
conclude that gentle peritoneal lavage with a solution of neoymcin does no harm 
provided not over 1 gm. is used in an adult and it may do some good. 


There are several other technical details that are of particular interest to 
the surgeon. In the first place, defunction of the colon cannot be secured satis- 
factorily by a cecostomy; a colostomy is always advisable under these circum- 
stances. Secondly, it is better to place the colostomy well away from the site of 
perforation, allowing easy mobilization at the time of resection in a clean opera- 
tive field. This usually means it will be made in the right upper quadrant. The 
third technical detail—the type of colostomy—is less important. A loop colostomy 
is simpler to make and close, though under some circumstances it will not de- 
function the colon as completely as can be done with a divided colostomy and 
separation of the two barrels by a bridge of skin. 


Fistula formation nearly always requires resection of the section of colon 
from which the fistula arises, though in rare instances fistulas may heal spontane- 
ously. This has never occurred in our experience, when the fistula has involved 
the bladder. Inasmuch as patients with these lesions are treated by elective 
operations, the main surgical interest revolves about the surest and safest 
method of cure. It would seem, theoretically, that a one-stage resection and 
anastomosis should be satisfactory and indeed most surgeons have found them 
so. We have found some increased tendency to refistulization unless the anasto- 
mosis is protected by a colostomy so that temporary protection of the anastomo- 
sis by colostomy seems wise. 


Obstruction usually involves the colon. In our hospital 15 per cent of the 
acute obstructions of the colon are due to this disease. On the other hand, an 
adherent loop of small intestine may produce a simple obstruction at the level 
of jejunum or ileum. 


In the usual case the clinician and radiologist often are unable to tell 
whether the colonic obstruction is due to cancer or diverticulitis. Nor is the 
surgeon at the time of operation much more likely to make an accurate diagnosis. 
He must studiously be wary of undue manipulation of the colon that would 
result in perforation of an abscess or rupture of an ulcerating cancer. The explo- 
ration must be sufficient to assure him that the obstruction is in the colon but 
manipulation of the mass is reserved until the time he is ready to resect the colon. 


Inasmuch as there may be a protracted period before the colon is resected, 
and, more importantly, because complete defunctionalization of the colon is 
essential, a transverse colostomy again is indicated rather than a cecostomy. 
Resection of the involved segment is done 2 to 3 weeks later if the differential 
diagnosis still is not definite. If the disease clearly is diverticulitis, an interval 
of 3 months will make the operation easier. 
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Massive hemorrhage due to diverticulitis is a rare, but serious, emergency. 
We have observed this complication in approximately 10 instances. Occasionally 
bleeding ceased spontaneously but in 8, emergency surgery was necessary. The 
surgical problem is far different than with bleeding from the upper gastro- 
intestinal tract. There the bleeding site usually can be identified by the surgeon 
so that there is little question about removing the bleeding site. On the other 
hand, with colonic bleeding, the bowel is full of foul, decomposed blood; a 
colostomy to determine the source of bleeding is very dangerous, and the sur- 
geon must resect what he believes to be, rather than what he knows to be, the 
source of the hemorrhage. The difficulty is not minimized by the fact that the 
pathologist practically never can find an eroded mucosal vessel in the specimen. 
Consequently at the end of the operation the surgeon hopes that he has disposed 
of the source of bleeding, but cannot be sure until time proves that the hemor- 
rhage does not recur. 


Because of the highly infective contents of the colon, full of decomposed 
blood, and the inability to prepare the intestine for surgery, it would be ex- 
pected that postoperative complications due to sepsis would be relatively com- 
mon. As a matter of fact, major complications were observed in 6 of the 8 cases. 
For this reason it is well to follow the resection and anastomosis by a concomi- 
tant colostomy. 


Method of colon resection:—Resection of the involved segment of colon with 
primary anastomosis and without a previous or concomitant cecostomy is the 
operation of choice for diverticulitis. Such a procedure is now possible in about 
half of the resections that are carried out. The anastomosis, however, is distinctly 
more difficult than after resection for cancer. This is due to the interesting and 
unexplained fact that the colon proximal to diverticulitis tends to be of small 
caliber, with edema and thickening of the muscular coats. Consequently extreme 
care must be taken to prevent stricture at the site of anastomosis. 


The extent of the resection is of interest. In 90 per cent of the cases the 
sigmoid will contain the area involved by diverticulitis, while scattered diverti- 
cula are present in the colon proximal to the sigmoid. Some surgeons, desiring 
to leave no diverticula, and to prevent any from developing at a later date, have 
advised the radical procedure of subtotal colectomy as the operation of choice. 
Others, at the opposite extreme, have employed resections of short sections 
averaging 12 to 15 cm. in length. While there certainly can be no objection to 
a short resection when the disease is sharply localized, we generally find that 
diverticula are numerous enough in the descending colon as well to make it 
desirable to mobilize the splenic flexure and resect 20 to 25 cm. of the colon. 
We have not felt it wise to carry out subtotal colectomy except in very unusual 
instances where diverticulosis is spread throughout the colon and the diverticula 
are numerous. 


While the one-stage resection and anastomosis has many factors in its favor, 
complications referable to the anastomosis occur that undoubtedly would have 


382 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


been avoidable if the more cumbersome, but safer, three-stage operation had 
been employed. The three-stage operation is indicated in approximately half of 
the resections; it is employed for those patients in poor condition, with perfora- 
tion or obstruction, and for most fistulas. In these instances the first stage con- 
sists of the transverse colostomy. Six to twelve weeks later the resection is done. 
The colostomy is closed ten days to a month afterward. A week after resection, 
prior to closure, saline irrigations are used to confirm patency. In case of doubt 
of its integrity, barium may be introduced by rectum. This frequently shows a 
tiny extravasation at the site of the anastomosis, and this need not delay closure. 
If there is more serious extravasation, or if the patient is in poor condition, 
closure of the stoma is delayed for a month. 


Therapeutic trends:—The changing trends in treatment of diverticulitis are 
very interesting because they show a steady shift to the more radical and cura- 
tive operations. In this brief article no attempt can be made to summarize the 
results gained by surgeons in other institutions, though in general they have been 
very similar to our own. Of the cases treated in the Massachusetts General Hos- 
pital, the first report, by Dr. E. Parker Hayden, in 1939, dealt with those between 
1911 and 1936. Of 140 patients observed in the hospital, operations were per- 
formed on 63. A Mikulicz resection was done in 3 cases and resection with end- 
to-end suture in 2 others. The remainder had either exploration with or without 
drainage for perforation, or a decompressive procedure such as cecostomy or 
colostomy. The end-results were very poor since, of the 49 operated cases that 


were followed, 28 died, either in the hospital or shortly thereafter, and only 16 
were still living without symptoms of diverticulitis at the time they were 
followed. 


In 1942, Smithwick made a second report, covering 15 years, and partially 
overlapping Hayden’s study. By this time an adequate experience with colostomy 
had shown that unsatisfactory results occurred in about 25 per cent of the 
patients subjected to this procedure and later closure of stomas without resection 
was unsuccessful in over 45 per cent of the cases. Resection of the sigmoid had 
been carried out in 33 cases by this time, with an immediate mortality of 17.1 
per cent, and late results that were unsatisfactory in 12 per cent. Immediate 
postoperative complications were frequent, occurring in 33.3 per cent. The 
length of resected segment of bowel was short in most cases, averaging 13.6 cm. 
He advised resection of a longer segment, the routine use of a three-stage opera- 
tion, and a delay of 3 to 6 months between colostomy and resection. 

A third report by Welch, Allen and Donaldson appeared in 1953, based 
upon cases seen between 1942 and 1953. By this time colostomy or cecostomy 
alone had fallen into disrepute, and had been used in only 13 cases. Resection 
had been employed in 114. Of these 114, poor results were noted within a year 
in only 3 cases; they were all cured by a more extensive resection. Of the 24 
patients who were followed 4 to 10 years after resection, all were asymptomatic 
except for two who had had isolated episodes of mild, brief attacks of pain 
suggesting recurrent diverticulitis. 
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Since that time the number of resections has increased rapidly so that be- 
tween 1942 and 1957, 218 sigmoid resections have been performed, with a 
hospital mortality of 2.7 per cent. While the immediate postoperative course has 
sometimes been stormy, particularly after one-stage operations, the end-results 
have continued to be excellent. These good results occur in spite of the fact that 
nearly all patients are known to have other diverticula of the proximal portion 
of the colon. A total colectomy for symptoms arising after a segmental resection 
has been required in only 1 case. 


SUMMARY 


Within the last 15 years the mortality following resection and anastomosis 
of a segment of colon involved by diverticulitis has dropped in our hospital from 
17 to 2.7 per cent. This has led to a complete reappraisal and broadening of the 
indications for resection in this disease. Meanwhile a trend toward one-stage 
operations has become apparent. While they are possible in about half of the 
cases that are seen at this time, the surgeon must be most astute, selecting his 
cases for this shorter, but technically more dangerous operation, with the great- 
est care. The end-results have been proved to be excellent so that it is proper to 
accept segmental resection as a method of relief from diverticulitis of the colon. 
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Discussion 


Dr. John W. Spellman (Brookline, Mass.):—I am sure that you have enjoyed, 
as much as I have, Dr. Welch’s fine presentation. 


We have been very much interested in this field for many years and are 
aware that Dr. Welch has made a very great contribution in defining the proper 
role of surgery in this increasingly common disease. 


Today, since the time is short for discussion, I thought I would select just 
one phase of this disease, namely rectal bleeding. I was stimulated to do this by 
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a rather recent article emanating from one of the New York hospitals, in which 
the statement occurred that bleeding is seldom a symptom of diverticulitis. Since 
our impression was at variance with this, we thought we would review our find- 
ings at St. Elizabeth’s Hospital, Boston. 


Fortunately we had a surgical resident who undertook the study of 100 
cases of diverticulitis. Interestingly enough, to do this required the study of 
admissions over a period of only 18 months in this hospital. 


(Slide) This is a general slide showing that most of these cases are still 
treated medically. Only 23 out of 100 were treated surgically. 


(Slide) This slide shows the various presenting symptoms on admission, 
and it reveals that bloody stools were noted in 29 per cent of the cases. I think 
one could hardly say it occurs seldom. I call your attention under “11” that 
weakness and fatigue are symptoms of rather marked bleeding in these two 
patients, so that we could say—and I think Dr. Welch’s figures also bear it out— 
that the incidence of blood in the bowel movements is around 30 per cent. 


(Slide) This is a slide to show the number of people who come in with 
repeated attacks, and which is in support of Dr. Welch’s feeling that many of 
these people should be operated upon sooner than they have been in the past 
with a reduction in morbidity and mortality. 


(Slide) This shows a high incidence of suspicion in cases of rectal bleeding, 
since 13 were admitted with diagnosis of carcinoma of the colon. I believe 
that we should always think of carcinoma first because it is a common disease, 
also, because any delay may be disastrous. 


(Slide) This, again, is put in to show and confirm the fact that 29 com- 
plained of bleeding, but actually 31 of the 100 patients gave laboratory evidence 
of bleeding. We notice that 7 had appreciable anemia, and I had enough to 
carry the patient down to 4 grams of hemoglobin. 


(Slide) In this series primary resection was done in 8 cases. There were 
only two complications, one had a rather mild abscess in the wound, and the 
other developed a fistula. I think it is rather reassuring to think that under 
proper conditions one can do a primary resection without developing much in 
the way of complications. 

To sum up, I would like to make three points: Rectal bleeding in diverticu- 


litis is common, about 30 per cent in Dr. Welch’s cases at Massachusetts General, 
and also in ours, at St. Elizabeth’s. 


The second is that before attributing rectal bleeding to diverticulitis it is 
important to rule out other conditions, such as polyps, hemorrhoids, and espe- 
cially carcinoma. 


And finally since massive bleeding occurs occasionally, I believe that pri- 
mary resection of the involved colon should be seriously considered in all cases 
of bleeding with diverticulitis. 


FOOD POISONING® 


CHESTER S. KEEFER, M.D., F.A.C.G. (Hon.) 
Boston, Mass. 


Diarrhea and enteritis are listed among the major causes of death through- 
out the world but in spite of the fact that there has been a decrease in mortality 
from these diseases in the United States, they continue to be a common problem 
as a cause of illness. Attacks of diarrhea and enteritis are most common and 
most serious in infants and in the elderly. They occur in endemics as well as 
epidemics. Outbreaks occurring in local communities, in schools and institutions 
are not infrequent. They excite the attention not only of practicing physicians 
but of specialists in epidemiology and in the public health. It is well then to 
review briefly some of the information about outbreaks of diarrhea as they are 
seen today. 


Outbreaks of “food poisoning” are reported by creative writers in a dramatic 
way and the recent book the “Eleven Blue Men” is an example of fine writing 
and of excellent reporting. Symposia on endemic and epidemic diarrhea in the 
infant are held by such sponsoring agencies as the New York Academy of Sci- 
ences and excellent reviews of the subject of Salmonella and other bacterial 
infections of the gastrointestinal tract have been made in Massachusetts by such 
profound students of the subject as Dr. Rubenstein of our Department of Health. 
Recent reports by MacCready, Reardon and Saphra’ and Saphra and Winter? 
record the experience in Massachusetts and elsewhere. 


Endemic and epidemic diarrhea in infants:—Diarrhea in infants and children 
while still frequent, has been decreased in frequency through preventive meas- 
ures, and the fatality rate has been reduced through modern methods of treat- 
ment. All of these advances have been made without too much knowledge about 
the etiology. Within recent years, however, new knowledge is developing con- 
cerning viruses in the intesinal tract associated with diarrhea as well as certain 
bacteria which were considered to be insignificant. 


With the development of new technics for the isolation of viruses by means 
of tissue culture, using monkey kidney cells, Hela cells or suckling mice and the 
incubating hen’s egg, a number of viruses have been isolated from the stools of 
infants and children either associated with diarrhea or as carriers. The outstand- 
ing and beautiful studies of Sabin* have demonstrated that the carrier rate for 
poliomyelitis virus in the stools of children in Mexico varies from 3.4 to 8.2 per 
cent and for other viruses from 10 to 15 per cent. In Cincinnati a variety of 
viruses were isolated from the stools of healthy children as well as those with 
associated diarrhea. The viruses that have been isolated from the stools of chil- 


*Read before the 22nd Annual Convention of the American College of Gastroenterology, 
Boston, Mass., 21, 22, 23 October 1957. 
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dren with diarrhea have included poliomyelitis virus, Coxsackie virus and ECHO 
viruses. Others have isolated APC viruses from patients after diarrhea and in 
some outbreaks it has been as high as 40 per cent. It is perhaps significant that 
some of the patients yielding viruses that also yielded Shigella, Salmonella, 
Proteus and paracolon bacilli. The high incidence of positive virus isolated from 
infants and children with diarrhea warrants an intensive study of viruses to 
determine the significance and the sorting-out of associated clinical manifesta- 
tions in both infants and adults. 


One very interesting observation that was made by Sabin was the recovery 
of an ECHO virus from a family epidemic of “steatorrheic diarrhea.” How many 
cases of “steatorrheic enteritis” are due to a virus infection? How many set the 
stage for relapsing or chronic steatorrhea? 


We are just beginning to learn more about the role of viruses in diarrheal 
diseases and the field is wide open for expanding and extending such studies. 


E. coli diarrheas:—It is now widely recognized that certain specific strains 
of E. coli may cause infantile diarrhea (0127:B8, 0111:B4). The subject has been 
reviewed recently by Cooper, Walters and Keller*, Stulberg and Zuelzer® and 
others. It is perhaps significant that as early as 1927, Adam® in Germany called 
attention to the role of E. coli in so-called alimentary intoxication in infants and 
children and much later the British and American clinicians and bacteriologists 


began to study the problem and recognize the significance of certain strains of 
E. coli as a cause of diarrhea. Outbreaks of diarrhea associated with the pres- 
ence of E. coli are characterized by the sudden development of extreme abdomi- 
nal distention, explosive onset of diarrhea and the presence of copious stools. 
Not all outbreaks of diarrhea in nurseries are due to pathogenic strains of E. coli. 
When, however, these cases occur it is important to recognize them because the 
strains are highly sensitive to neomycin. 


Under the broad category of “food poisoning” there are often listed diseases 
caused by contamination with bacteria or their products by poisonous plants or 
animals or by chemicals. It is now widely recognized that the majority of out- 
breaks of food poisoning are due to bacteria or their products contaminating 
food. The various causes and sources of substances contaminating food and 
causing diarrhea are listed in Table I. 


Of the chemical contaminants of food, sodium nitrite and sodium fluoride 
are perhaps the commonest although the others mentioned may on occasion be 
responsible. 


Of the bacterial toxins, the staphylococcal and clostridial infections are most 
important. Clostridium botulinus is better known than the perfringens cases and 
in general is a rare disease. Mr. Roueche has described an outbreak in a family, 
resulting from eating marinated mushrooms, in a dramatic way. The story of 
“A Family Reunion” is a classic. 
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Food poisoning due to staphylococcus enterotoxin:—Some strains of staphy- 
lococci are capable of elaborating a toxin which when ingested with food causes 
nausea, vomiting, diarrhea and profound prostration, and in some instances ex- 
treme dehydration. Since staphylococci are ubiquitous in nature and especially 
in the nose, throat, skin and gastrointestinal tract, the opportunity for the con- 
tamination of food by food handlers is very great indeed. 


Staphylococcic toxin is elaborated by the growth of bacteria in food. The 
foods which are contaminated most often and from which symptoms may arise 
are cream-filled bakery goods (cream puffs, chocolate eclairs), milk, cured 
meats, deviled eggs. The infections usually occur in localized outbreaks and the 
symptoms usually begin within two to three hours after ingestion of infected 
food. The diagnosis can be made by isolating staphylococci from the suspected 
food and testing the strains for enterotoxin production. Also, outbreaks may be 
suspected as caused by the staphylococcus by the short incubation period after 


TABLE I 
CHEMICAL CONTAMINATION 

Chemical Involved Bacterial Toxins 
Sodium Nitrite Staphylococcic 
Sodium Fluoride Enterotoxin 
Antimony Cl. Botulinus 
Cadmium Cl. Perfringens 
Arsenic Type F 
Lead 
Methyl Chloride 
Mercury 
Zinc 
Barium Chloride 


ingestion of food. Recovery is usually complete after several hours to days, 
depending upon the severity of the diarrhea and associated symptoms. Rarely 
the disease is fatal and abscesses of the intestinal wall may occur. 


The illness is characterized by nausea, vomiting, and explosive diarrhea, 
prostration and dehydration. 


Some, but not all, of the staphylococcic diarrheas following the use of broad 
spectrum antibiotics have been due to strains capable of producing enterotoxin. 
This is an area of intense interest. 


Clostridium perfringens Type F:—One group of microorganisms capable of 
elaborating toxins have been studied recently in relation to diarrhea in animals 
and in outbreaks of diarrhea in Germany known as “Darmbrand” or enteritis 
necroticans. They are the various strains of Clostridia perfringens Type F. Excel- 
lent reviews of the subject are available by MacLennan’ and in the monograph 
by Hansen et al*. We need to know more about these cases because some have 
been traced to food contamination and the anatomical lesions resemble in many 
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respects cases of regional ileitis and various other forms of enterocolitis about 
which we possess only a generalization of ignorance. 


Salmonellosis:-The commonest recognized form of bacterial contamination 
of food is Salmonellosis. Excellent reviews of this subject are available by Ed- 
wards® and many others. Here in Massachusetts, Drs. Rubenstein, MacCready 
and Reardon have made thorough studies of the problem and the Salmonella 
Center in New York under Ivan Saphra is making outstanding contributions to 
our understanding of this widespread form of enteric infection. 


Here are some of the highlights of Salmonella infection as it is seen around 
the world. The diseases caused by Salmonella are most frequent in infants under 
one year of age and in elderly people. It occurs most often in the summer 
months. Outbreaks occur among newly born in nurseries, in groups of people 
who have ingested contaminated food or from carriers. 


Since Salmonella organisms are so widespread in animals and in our envi- 
ronment, it is well to review some of the highlights of these infections. 


First of all, it is recognized that the incubation period for Salmonellosis 
varies from about 7 to 72 hours after the ingestion of large numbers of organ- 
isms. A wide variety of foods may become contaminated and serve as the source 
of infection. The commonest sources are meat—beef and pork, poultry and poul- 


try products, dried egg powder, chopped liver, cod fish cakes, dried yeast 
powder, contaminated watermelon, baked beans, apple snow pudding, lemon 
meringue pies, oysters. Other foods might be added to the list but this gives 
an indication of the kinds of food that may become contaminated and the 
medium in which the microorganisms may thrive. 


The clinical features of Salmonellosis are those of acute gastroenteritis with 
nausea, vomiting, diarrhea, prostration with or without fever, or the clinical 
picture of a septic infection with local signs in the kidney, gallbladder or bone, 
or the signs of enteric fever. 


The diagnosis can usually be made if the suspected food is available for 
culture or by examination of the stools, blood or urine, occasionally by aggluti- 
nation tests. 


Some of the best bits of medical detective work have been carried out by 
doctors who have discovered the source of infection in outbreaks of Salmonello- 
sis. They have been victorious because they have not overlooked the smallest 
clue or detail. No bit of information, no matter how small or apparently insig- 
nificant, should be overlooked. Dr. Rubenstein’s story of the “knife that cut the 
watermelon” is an example of this point. 


All attacks of diarrhea should be studied for the common pathogens first, 
and the old saw that diarrhea is often due to “something you et” is a good 
epigram to remember. 
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SUMMARY 


One reason for my selection of the topic of “Food Poisoning” for discussion 
is to direct attention once again to a most important problem and one that will 
become increasingly important as more and more food is processed for human 
and animal consumption. The problems of food processing and food technology, 
food additives, are matters for research so that we may close some of the gaps 
in our information and snip off loose ends. How to prevent contamination of 
food, how to treat food poisoning when it occurs, how to determine the various 
causes of diarrhea, are all important medical and public health problems. More- 
over, they are problems faced by all physicians but especially gastroenterologists. 
This is one of the areas of medical research in which gastroenterologists need 
to support and concentrate attention, because in the aggregate, diarrhea and 
enteritis continue to be an important world health problem. 
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Discussion 


Dr. A. Daniel Rubenstein (Boston, Mass.):—It is a pleasure to come here to 
discuss Dr. Keefer’s excellent paper; as a matter of fact, he has given such a 
complete presentation that there is very little more left for me to discuss. 


I shall merely relate several incidents concerning food poisoning based upon 
my own experience. In the first place, food poisoning is in a sense the bread and 
butter of the epidemiologist. Any day the epidemiologist may pick up the tele- 
phone and find someone complaining of an illness caused by “something he ate”. 


In the differential diagnosis, a few basic rules are available. If the illness 
comes on within 20 minutes of ingestion of a suspected food, the chances are 
good that we are dealing with chemical poisoning. Dr. Keefer mentioned 
fluoride as one example of this type of poisoning. My most recent experience 
with this type of poisoning concerned a bakeshop and the preparation of buns. 
The baker, while reaching for the baking soda on a shelf overhead, got held of 


389 

2 
3 
4 
5 
6 
7 
8 


390 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


a container with cockroach powder instead. As a result there were a consid- 
erable number of very sick people. 


At times, these outbreaks are amusing; often, however, they are very seri- 
ous. Many of you are undoubtedly familiar with the very serious situation which 
developed in one of our Massachusetts hospitals not too long ago when a patient 
inadvertently was given sodium nitrite instead of sodium phosphate prior to an 
x-ray on the gallbladder. The patient died in about three-quarters of an hour 
after receiving the drug. In this instance the epidemiology was successfully 
carried out by a student nurse on the ward. When the same set of circumstances 
was repeated in a second instance, the nurse instituted the investigation which 
finally brought to light the chain of events which were responsible for this very 
serious accident. 


When cases occur four to six hours after ingestion of an incriminated food 
product, staphylococcal poisoning is usually the etiological agent. When, how- 
ever, the interval is 12 to 18 hours or longer, Salmonellosis may be suspected. 
Dr. Keefer mentioned the frequency with which the latter infection occurs. I 
recall an outbreak where a large number of Salmonella cases resulted from 
ingestion of pastry commonly eaten by children known as “whoopie pie”. For 
those of you who have not had the good fortune to have had experience with 
this type of pastry, a whoopie pie consists of a chocolate cake cut in half and 
filled with a marshmallow or custard cream. This type of pastry infected with 
Salmonella organisms and sold in Northeastern Massachusetts was responsible 
for a large number of cases. Many patients were admitted to hospitals in this 
area of the state. In one instance when I talked with the doctor in charge of a 
suspected case, I found the patient had been admitted to the ward of the hos- 
pital with a diagnosis of bronchopneumonia. I requested that the intern make 
inquiries in regard to the ingestion of the suspected product by this patient. 
When it was learned that the patient actually had eaten whoopie pies, I sug- 
gested a culture of the stools. The intern was indeed surprised when the speci- 
men sent to the laboratory actually revealed Salmonella organisms and by this 
method the etiological agent was revealed. 


Dr. Keefer also mentioned the fact that outbreaks of Salmonella infection 
occur among newborn babies in hospitals. One such outbreak occurred recently 
when the fluid in the water trap of a resuscitator in the delivery room became 
contaminated with a pure culture of Salmonella Newport'. Whenever the re- 
suscitator was used, the delivery room was sprayed with a fine mist of Salmon- 
ella organisms. A considerable number of newborns became infected. 


By and large, the most common cause of food infection is due, as Dr. 
Keefer pointed out, to Salmonella organisms and the bulk of these cases do not 


1Rubenstein, A. D. and Fowler, R. N.: Salmonellosis of the Newborn with Transmission 
by Delivery-room Resuscitators. Am. J. Public Health 45:1109-1114, (Sept.), 1955. 
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occur in outbreaks, but rather as isolated, sporadic infections. It is important 
that these cases be recognized. If they are not, it means that a patient harboring 
infectious organisms remains a potential source of danger to his immediate 
family and to other contacts. 


These patients do not have an easily recognizable tag. Recognition may be 
difficult. The most common findings are gastroenteritis plus fever and this com- 
bination does warrant a stool culture. When cultures are not taken and these 
patients are allowed to go undiagnosed, further spread may occur. 


I cite another outbreak which occurred not too long ago in which several 
hundred patients came down with Salmonella infection. The outbreak was 
finally traced to a single caterer*. During one weekend this caterer had provided 
for 5 or 6 different parties. Apparently, one common item had been served at 
all the parties. To make matters worse, a pound and a half of the infected 
product left over from food prepared one day was used on the following day 
and a new chain of infection was instituted. 


It was finally revealed in the investigation that the outbreak was caused by 
one worker in the catering establishment who had been ill and had been treated 
by her physician. A diagnosis of food poisoning had been made, but a culture 
had not been taken to establish the etiological agent. The patient was allowed 
to return to work while still harboring an infectious agent and as a result at 
least 400 people became infected. There were one or two fatalities. 


Physicians who practice gastroenterology, as well as those in private prac- 
tice, have a real responsibility in this connection and the association of gastro- 
enteritis plus fever, particularly prolonged pyrexia, certainly warrants bacterio- 
logical examination’. 


2Rubenstein, A. D. and MacCready, R. A.: Epidemic S. Newport Infection in a Metro- 
politan Area. New England J. Med., 248:527-530 (26 Mar.), 1953. 

8Rubenstein, A. D., Feemster, R. F. and Smith, H. M.: Salmonellosis as a Public Health 
Problem in Wartime. Am. J. Public Health 34:841-853 (Aug.), 1944. 


BIOCHEMICAL ASPECTS OF GASTRIC ACID SECRETION*® 


ERICH HEINZ, M.D. 
Boston, Mass. 


The production of hydrochloric acid by the gastric mucosa is a cellular 
function which is unique in many respects. The H-ions are transported against 
a steep concentration gradient and are thereby concentrated about four million 
times. This “pumping” of H-ions requires energy, just as the pumping of gas 
from a lower to higher gas pressure does. The power of acid secretion, if re- 
ferred to the parietal cells only, which are generally believed to be concerned 
with it, may be as great as that of hard working heart muscle tissue. The energy 
for this secretion must be supplied by cellular metabolism. 


The detailed mechanism of acid secretion, which must convert the chemical 
energy of metabolic reactions into concentration work, is not known. All enzy- 
matic systems so far studied in the gastric mucosa are basically similar to those 
of other tissues which do not produce acid. These systems are probably con- 
cerned with the supply of energy, but are not specifically linked to the acid- 
forming mechanism. Gastric acid secretion stops not only in the absence of 
oxygen or after metabolic inhibition with cyanide, iodoacetate, etc., but also 
after application of agents like dinitrophenol, which in other systems appear to 
be specific inhibitors (uncouplers) of oxidative phosphorylation. It is therefore 
likely that energy-rich phosphates are essentially involved in gastric acid forma- 
tion. This does not, however, explain why the gastric acid formation is strictly 
aerobic. Since energy-rich phosphates, on a smaller scale, are also provided by 
anaerobic metabolism, at least some acid production should be expected in the 
absence of oxygen. This is not the case. 


No information is available on how energy-rich phosphates are ultimately 
linked to the acid secretion itself, if they participate at all. Numerous theories 
have been proposed to bridge this gap. Most of them are discussed in recent 
reviews of this field (Davies, Conway, Heinz and Obrink, and Hogben'*) and 
will be omitted here. We may, instead, concentrate on the last step within the 
chain of events, the acid secretion itself, and try to trace it backwards as far 
as possible. 


The hydrochloric acid, though usually referred to as gastric acid, is not a 
single substance, chemically speaking. HCl, as a strong electrolyte, is completely 
dissociated into H-ions and Cl-ions in aqueous solution. Within the restrictions 
imposed by the law of electroneutrality, these ions behave as independent par- 


*Read before the 22nd Annual Convention of the American College of Gastroenterology, 
Boston, Mass., 21, 22, 23 October 1957. 

From the Department of Biochemistry, Tufts University School of Medicine, Boston, 
Mass. 
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ticles. The law of electroneutrality requires that any movement of a given ion 
species from one compartment to another, e.g. by active transport, entails com- 
pensatory movements of other ions. Oppositely charged ions may follow, or ions 
of equal sign may go in the opposite direction, so that the positive and negative 
charges are equal in each compartment. This effect, however, is chemically un- 
specific. The active transport of H-ions, therefore, does not automatically ac- 
count for the selection of Ci-ions as counter ions, as long as other permeating 
ions are available. The mechanism of gastric acid formation must therefore 
account for two processes, the accumulation of H-ions and selective transport 
of Cl-ions. 


There is no doubt that the accumulation of H-ions in gastric acid formation 
requires an active transport mechanism. Most of the theories of gastric secretion 
have tried to explain the process entirely on the basis of an active H-ion trans- 
port, whereas the chloride was usually assumed to follow passively in order to 
“preserve electroneutrality”. Only in recent years more attention has been drawn 
to the specific role of Cl-ions®*. Hogben eventually succeeded in demonstrating 
that, contrary to general belief, the Cl-ions are transported actively*’. He also 
presented evidence that this transport involves the formation of a complex be- 
tween Cl-ions and some hypothetical carrier, in accordance with the most 
widely accepted views on active transport. Heinz, Obrink and Ulfendahl came 
to similar conclusions on the basis of experiments, in which chloride was sub- 
stituted for by oromide*. More recently, Heinz and Durbin derived strong evi- 
dence in favor of a carrier transport of chloride from kinetic studies of chloride 
fluxes at various chloride concentrations in the secretory solution®’°. They also 
found that metabolic inhibitors and anaerobiosis drastically cut down the move- 
ment of radioactive chloride across the frog stomach mucosa, while leaving the 
movement of “passive” ions undisturbed. They concluded that the mechanism 
of chloride transport is directly linked to metabolism. 


Obviously the chloride pump may work independently of the acid secre- 
tion. The mucosa at rest, or after inhibition of acid secretion by thiocyanate, 
continuously transports Cl-ions in the secretory direction. According to Hog- 
ben, this transport is most likely the cause of the electromotive force situated 
in the gastric mucosa®’. In this chloride transport, which we may call the 
“nonacidic” transport, electroneutrality is maintained to a small extent by a 
concomitant “passive” movement of Na-ions. The greater part of the trans- 
ported chloride, however, leaks back and therefore does not require compen- 
satory movements of other ions. In other words, the chloride pump is mainly 
idling in the resting state. By special technics (short-circuiting) the output of 
electricity by the stomach can be drawn as a constant current. This “short- 
circuit current” can be used, as shown by Hogben, as a quantitative measure 
of the nonacidic chloride transport*. 


The question arises as to how this chloride pump is connected with the 
acid secretion, in particular whether and to what extent this pump provides the 
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Cl-ions needed for the acid production. If it did so, a special mechanism for 
H-ion transport such as was proposed in earlier theories would have to be 
postulated. We could expect that each H-ion secreted would prevent one Cl-ion 
transported from leaking back, as it would do in the nonsecreting, or idling 
state. Accordingly the short-circuit current would decrease by a corresponding 
amount whenever acid secretion starts. This, however, is, at least for the isolated 
frog mucosa, not the case. With the onset of acid secretion the short-circuit 
current stays almost unchanged, or even increases slightly. Nor does the inhibi- 
tion of acid secretion by thiocyanate appreciably affect the short-circuit cur- 
rent’, On the other hand, acid secretion causes an increase in total chloride 
transport by an amount almost precisely equivalent to the H-ions secreted. It 
seems that each H-ion brings along its own Cl-ions, and that the nonacidic chlo- 
ride pump is little concerned with the acid secretion. Another explanation might 
be that the chloride pump increases its output during acid secretion. It would, 
however, be a strange coincidence that this increase were always equivalent to 
the acid secretion. The more likely explanation seems to be the former one. It 
almost amounts to the assumption of two distinct mechanisms of chloride trans- 
port: 1. the nonacidic one, which causes the short-circuit current, and 2. the 
acidic one which is closely linked to the acid secretion. This latter hypothesis 
would gain validity if it were possible to separate these two assumed mecha- 
nisms. It has already been mentioned that the nonacidic chloride pump may 
work without acid secretion. It remains to be seen if the opposite is also true, i.e. 
whether acid secretion is possible without the nonacidc chloride pump. In such 
a case acid production should be possible without a short-circuit current, or 
without an electric potential difference. Until recently the experiments did not 
favor this possibility. All drugs depressing the electromotive force, inevitably 
also depressed acid secretion. Rehm concluded that this electric energy is neces- 
sary as a “primer” to overcome the last energy “hump” opposing acid secretion’. 
Recently, however, Hogben found that the carbonic anhydrase inhibitor Diamox 
is able to reduce the short-circuit current of the frog mucosa markedly, while 
under certain conditions acid secretion may continue*. Heinz and Durbin found 
that histamine, given in addition to Diamox may completely abolish, or even re- 
verse the short-circuit current of the frog mucosa while acid secretion started at 
an almost normal rate®. This striking phenomenon seems to indicate that acid 
secretion may, indeed, occur independently of the electric energy output, which 
means, independently of the nonacidic chloride pump. The situation still remains 
very complicated. The effect of Diamox on the short-circuit current in nonsecret- 
ing mucosa, being greatly different from that in the secreting mucosa must yet 
be explained. In the absence of acid secretion, be it at rest or during inhibition 
with thiocyanate, Diamox reduces the short-circuit current only to a small 
extent, by about 30 per cent. Complete abolishment or reversal of the short- 
circuit current, as mentioned above, occurs only during strong acid secretion, 
e.g. after stimulation with histamine. This abolishment can be reversed by add- 
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ing thiocyanate, which restores the short-circuit current partially, ie. to the 
level found with Diamox acting on the resting mucosa. At first sight one might 
assume that under the action of Diamox the mucosa, unlike the normal one, 
utilizes the neutral chloride transport for the acid secretion. In that case, how- 
ever, we would expect a definite quantitative relationship between the rate of 
acid secretion and the concomitant reduction in short-circuit current. In other 
words the short-circuit current should be reduced by an amount no greater than 
would be electrochemically equivalent to the acid secretion rate. On the con- 
trary we found that acid secretion during Diamox action reduces the short- 
circuit current to a much greater extent than expected". Experiments showed 
that for each H-ion secreted the short-circuit current drops by an amount 
equivalent to 2 or 3 Cl-ions. This finding is hardly compatible with the assump- 
tion that Diamox causes the HCl formation to utilize Cl-ions supplied by the 
neutral chloride transport system. It seems rather that in the presence of Diamox 
some competition between the neutral chloride transport and the acid secretion 
becomes manifest. Whether this competition is for metabolic energy, for COs, 
or for something else, we do not know. In spite of many remaining problems, 
the experiments with Diamox seem to be consistent with the postulation that 
the electrogenic, neutral chloride pump, and the acid secreting system are two 
different systems. 


Further experiments have been carried out by Durbin and Heinz in order 
to investigate how close the linkage is between H-ions and Cl-ions within the 
acid-secreting mechanism”. If both ions were transported separately, then it 
should be possible to separate them, e.g. by the application of high electrical 
potentials from outside sources. Such potentials, if oriented in the right way, 
facilitate the movement of H-ions, but are opposed to that of the Cl-ions, as 
can be demonstrated with radioactively-labeled chloride. The deficient anionic 
equivalents of the H-ions are replaced by those supplied by the external elec- 
trodes. So far, it has not been possible to separate the secreted H-ions from the 
corresponding Cl-ions by such a procedure. The observations seem to indicate 
that with each H-ion secreted one Cl-ion has to follow all the way across the 
mucosa. Before, however, the conclusion can be reached that H-ions and Cl-ions 
are transported by the same mechanism, e.g. that HCl is transported as a whole, 
further experiments are being carried out. 
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DiIscussION 


Dr. R. P. Durbin (Boston, Mass.):—Dr. Heinz stressed the importance of the 
ions, hydrogen and chloride, in gastric acid secretion, although we know that 
water constitutes 99 per cent of the secreted volume. Implied here is the belief 
that water follows passively these secreted ions. I would like to call attention 
to some recent evidence on this point. First, it has been shown that the gastric 
mucosa is very permeable to isotopic water, in sharp contrast to its low perme- 
ability to almost all other substances. Secondly, it has been shown, under special 
circumstances in which a buffered solution bathed the mucosa, that hydrogen 
ions may be secreted without accompanying water. Thirdly, it has been shown 
that the gastric mucosa is quite responsive, in terms of water flow, to an osmotic 
gradient. While the complete solution to the problem awaits a rigorous correla- 
tion of physicochemical theory and an exact knowledge of the histology of the 
secreting mechanism, we may meanwhile be justified in placing primary em- 
phasis on the origin of the secreted ions. 


Dr. Maxwell R. Berry (Atlanta, Ga.):-Gene Talmadge had a political say- 
ing that “You have to put the fodder down where the cattle can reach it.” When 
I first read this paper, as a clinician who knows little about electricity and less 
about biochemistry, I will admit that I found it difficult to comprehend fully. 
Only after reviewing the literature did I realize how clear and concise is Dr. 
Heinz’ paper, in a most complex field where biological, electrical, and chemical 
phenomena intermingle and overlap. Dr. Heinz has simplified this enough for 
all of us to understand if we will take the time to study it, and we owe him a 
debt of gratitude for this. 


It is with humility and as a student asking for criticism in order to clarify 
his own mind, that I will question some of Dr. Heinz’ theses. 


As a clinician, I am reluctant to diagnose two causes for one symptom- 
complex, when one might suffice. Therefore, a concept is philosophically dis- 
tasteful to me which postulates that each H-ion, as it is secreted, must drag its 
own Cl-ion along with it against an electrical potential, when at the same time 
the chloride pump is already furnishing an excess of available Cl-ions. Also I 
am continually impressed with the amazing and beautiful economy of the body, 
so that again I am philosophically repelled by what seems to be a dual and 


uneconomical concept of Cl-ion transfer. 


In Dr. Heinz’ paper he postulates that if the chloride pump does provide 
Cl-ions to unite with H-ions to form HCl, each H-ion secreted would prevent 
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one Cl-ion secreted, from leaking back as it does in the nonsecretory state. Thus 
the short-circuit current would decrease by a corresponding amount whenever 
acid secretion starts. Actually the short-circuit current did not decrease when 
the gastric mucosa was secreting HCl, but rather remained unchanged or in- 
creased. Dr. Heinz therefore rejects the theory. I wish, however, to question the 
postulate. 
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Fig. 1 


Dr. Heinz states that acid secretion causes an increase in total chloride 
transport by an amount almost precisely equivalent to the H-ions secreted. To 
explain this, he rejects the postulate that the chloride pump might increase its 
output during acid secretion because he cannot accept the coincidence that this 
increase always exactly matches H-ion secretion. i wish to question this 
conclusion. 


One might imagine a schema representing the nonsecreting frog mucosa 
with the mucosal surface uphill and the serosal surface downhill (Fig. 1). 


In this membrane there is an electromotive force represented by an arrow 
pumping Cl-ions uphill. The membrane is permeable to Cl-ions, but not to 
H-ions, since it is nonsecretory. 


a: 


ee 
EMF 


FReg 
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to H+ CL” 


The unattached Cl-ions on the up side, and the unattached H-ions on the 
down side should exert equal and opposite forces on one another. This is repre- 
sented by the two short arrows added to the electromotive force on the top of 
the negative side, and by these two arrows of equal length on the opposite side 
directed downward. The broken arrows represent the Cl-ions which are leaking 
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back and, at the same time as they come back into the chloride pool, neutraliz- 
ing H-ions. Since there are more positive H-ions on the serosal side, and more 
negative Cl-ions on the mucosal side, a potential difference is established and 
is measured as the short-circuit current. 


Now, as the membrane becomes permeable to H-ions, in other words, be- 
gins to secrete, one H-ion, here, moves into the membrane, thereby subtracting 
one aliquot of its positive downhill electrical force from the serosal side (Fig 2). 
This then causes, a relative preponderance of energy in the chloride pump, and 
an extra Cl-ion is pumped to the mucosal surface to unite with the secreted 
H-ion. Meanwhile Cl- and H-ions migrate from the intercellular compartment 
to replace the ones secreted. Thus the original nonsecretory dynamics are re- 
sumed until another H-ion is secreted (Fig. 3). 


Such a schema might therefore account for both the increase in chloride 
transport by the chloride pump which exactly matches the H-ion secretion, and 
for the increase of the short-circuit current. This can be stated in this way: 


EMF + Cl~ Pull up — H+ Pull down = Short-circuit current 
10+ 3 — 3 a 10 
(assigning arbitrary values for each element) 


The electromotive force, plus the Cl pulling up, minus the H pulling down, 
equals the short-circuit current. 


Now, in the resting stage, the Cls pulling upwards balance the H-ion pull- 
ing down. When, however, we begin to secrete H-ions, there is a phase in which 
the H-ion concentration on the serosal side is decreased, thereby increasing the 
short-circuit current. 


EMF + Cl- — H+ Short-circuit current 
10o+3 — 2 ll 
In the resting mucosa, Diamox reduces the short-circuit current about 30 


per cent, probably by interference with metabolic processes producing the elec- 
tromotive force for the chloride pump. It seems possible that Diamox may also 
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interfere with the permeability of the membrane and allow H-ions to pass it 
more easily in a secretory direction. 


If histamine were given when the membrane permeability is increased, 
there might be such an excessive active secretion of H-ions that all secreted 
Cl-ions would be attached to H-ions to make HCl and free H-ions be present 
on the mucosal side. This should neutralize or even reverse the short-circuit 
current, just as Dr. Heinz found happened. 


I suspect that my reasoning is faulty somewhere, and I will appreciate Dr. 
Heinz’ clarification. I want both him and Dr. Durbin to accept the gratitude 
which we clinicians feel toward the long chain of men, from Donne, in 1834, 
to the present authors, who are attempting to unravel the mysteries of acid 
secretion, and thereby give us tools for treating patients with disorders of 
secretion. 


Dr. Erich Heinz (Boston, Mass.):—I find these comments very interesting 
and stimulating, but feel that time will not permit me to answer all of them. 


I agree with Dr. Berry that the assumption of two different mechanisms for 
the chloride transport is repelling from a philosophical point of view; however, 
I should like to point out again that at present we actually do not know whether 
there are two mechanisms for chloride transport or not. There are observations 
in favor of the one and also of the other assumption. Our work is being con- 
tinued, and we may sometime be able to say more to this point. At present, we 
can only tell that the electromotive force is probably not essential for acid secre- 
tion; but we cannot say that there is no relationship at all between chloride 
pump and acid secretion. 


Then Dr. Berry gave us some suggestions as to how it may happen that the 
electromotive force remains the same in spite of acid secretion. This phenome- 
non, by itself, is clearly not a proof that there are two pumps. We have studied 
the chloride movement, also by application of radioactive chloride, keeping the 
conditions which are responsible for passive ion movement, constant. We did 
not find much difference, whether there was acid secretion or no acid secretion. 
We conclude that there must be a specific chemical linkage between acid secre- 
tion and chloride pump. Physical forces alone do not explain the increase in 
Cl-output during acid secretion. 


There are some more points which I should like to discuss with Dr. Berry, 
for instance his suggestion that Diamox may affect the permeability of the 
mucosa. A change in permeability should also affect the penetration of other 
substances. We have tested the permeability under various circumstances, in 
the absence and presence of Diamox, using other substances, such as radio- 
active and nonradioactive sodium, but the changes in permeability have been 
found negligible. They are far too small to explain any of these phenomena. 


I will be very glad to discuss this with Dr. Berry further at any time. 


A NEW ANTICHOLINERGIC FOR THE MANAGEMENT OF 
GASTROINTESTINAL DISEASES® 


BERNHARD J. WEINBERG, M.D., F.A.C.P., F.A.C.G. 
Chicago, II. 


The search for more adequate anticholinergic materials continues. The goal 
is a preparation with adequate antispasmodic activity but with a minimum of 
side-effects. Another objective has been the development of long acting forms, 
which can be given less often with prolonged effectiveness. The following study 
was undertaken to determine the clinical effectiveness of Darbid®, a new long- 
acting anticholinergic. 


Darbid is (3-carbamoyl-3, 3-diphenylpropyl) diisopropylmethyl ammonium 
iodide. Experiments with human subjects indicate that a single oral dose of 
Darbid reduces the acidity and volume of gastric secretions to zero for 3-4 
hours; approximately 12 hours elapse before the acidity and volume of secre- 
tions return to their former levels. Results of balloon studies and barium test 
meal studies indicate that Darbid also depresses gastrointestinal motor activity. 
Unlike most other anticholinergics, intramuscular administration effectively 
counteracts the gastric secretory response to histamine’. 


CLINICAL MATERIAL 


A total of 28 patients with specific gastrointestinal complaints were selected 
at random from the author’s private practice. There were ten with duodenal 
ulcers, one with a marginal ulcer, one with a postcholecystectomy syndrome, 
one with gastrointestinal symptoms induced by corticoids taken for rheumatoid 
arthritis and 15 patients with irritable bowel syndromes. 


The term irritable bowel is preferable to spastic colon, for it signifies irrita- 
bility of the entire gastrointestinal tract. All patients had complete histories and 
physical examinations as well as routine laboratory procedures. In addition, all 
except one had complete gastrointestinal x-rays, including small bowel studies, 
proctoscopic examinations, gastric analyses and stool studies. The one patient 
not x-rayed was the arthritic; x-rays were omitted because of her confinement 
to a wheel chair and bed and because immediate and complete relief of symp- 
toms was obtained. 


METHOD 


Appropriate diets were used, sedation was prescribed as well as antacid 
therapy for all ulcer patients, and Darbid was added as the anticholinergic. 


*From the Department of Gastrointestinal Research, Medical Research Institute and the 
Department of Medicine, Michael Reese Hospital, Chicago, Ill. 
The work was pa ef a grant from Smith, Kline and French Laboratories, Philadel- 


phia, Pa., who also supplied the drug for this study. 
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CurnicaL RESULTS wirH DARBID 


TABLE I 
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Diagnosis Results 
and Side-effects 
No. of Cases Dosage Excellent |Good | Fair | Poor Graded 1+ to 4+ 
Duodenal 5 mg. b.i.d. (3)° 2 1 None (2)* 
Ulcer Constipation 4+ (1) 
10 Xerostomia 3+ (1) 
5 mg. tid. (3) 2 1 None (2) 
Constipation 3+ (1) 
10 mg. b.i.d. (2) 1 1 Constipation 1+ (1) 
None (1) 
10 mg. t.id. (2) 1 1 Constipation 1+ (1) 
Iodide reaction (1) 
Marginal 
Ulcer 10 mg. b.i.d. 1 None 
1 
Postchole- 
cystectomy | 5 mg. t.id. 1 Constipation 3+ 
Syndrome 
1 
Corticoid 
induced 
Gastro- 5 mg. b.i.d. 1 Nene 
intestinal 
Symptoms 
1 
Irritable None (5) 
Bowel 5 mg. b.i.d. (8) 6 1 1 Constipation 2+ (1) 
Syndrome Constipation 4+ (1) 
15 Iodide Reaction (1) 
10 mg. b.i.d. (4) None (4) 
5 mg. t.id. (3) None (2) 
Constipation 4+ (1) 
28 patients 20 4 1 3 


*Number in brackets indicates number of patients in groups. 
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Darbid was supplied in 5 mg. and 10 mg. tablets. All patients were started on 
5 mg. every 12 hrs.; if inadequate, the dose was increased to 5 mg. every 6 hrs. 
or three times daily. Those still not controlled were given 10 mg. every 6 or 12 
hours. Patients were seen at one or two week intervals. Evaluation of results 
was based on symptomatic relief and objective evidence of ulcer healing as 
shown by repeat x-rays. 


RESULTS 


Table I tabulates both the clinical effectiveness and the side-effects with 
each dosage given. Patients marked as excellent were those with control of 
symptoms in 48 hours and x-ray evidence of healing; those classified as good 
obtained slower symptomatic relief but x-ray proof of complete healing. Those 
patients listed as fair had some relief but still inadequate for both the patient 
and physician. Poor results were those patients with no clinical effect. 


As can be seen, 20 of the 28 patients had excellent results with the use of 
Darbid and four had good results. One had fair relief and only three were 
classified as failures. One patient with an irritable bowel had no side-effects on 
10 mg. every 12 hours, but the degree of control was inadequate. Larger or 
more frequent dosage resulted in complete control, complicated however by 
severe constipation. On Equanil® alone he obtained no relief, but on a combina- 
tion of the two drugs he had complete control of his symptoms and at the 
present is asymptomatic and on no medication. One of the most gratifying 
effects of Darbid was its control of night symptoms when taken at bedtime. 


Nineteen patients were controlled with only 5 mg. two or three times daily, 
and only nine required the 10 mg. dosage. Those requiring medication every 6 
hours could be reduced to medication every 12 hours within 2 to 4 weeks of 
starting therapy. 


Eight patients had constipation, but only one severe enough to require 
discontinuing medication. The two iodide reactions (See Table I) were typical 
iodide skin eruptions, one cleared spontaneously and one required Prednisone 
for one week. One ulcer patient had both constipation and xerostomia as com- 
plications of Darbid. Eighteen patients had no side-effects at effective dosage 
levels. 


COMMENT 


The possibility of a preparation with prolonged effect was of great interest 
because of the ease of administration and control of night symptoms when ad- 
ministered on retiring. Work by others has also shown the value of long acting 
preparations*. 


Diet and antacid therapy alone may produce healing of peptic ulcers, but 
the time for healing is markedly prolonged and the number of cases healed by 
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this means is small in number. The postcholecystectomy syndrome is not con- 
trolled by diet alone, and while patients with the irritable bowel syndrome may 
obtain some degree of symptomatic relief it is rarely adequate. 


Darbid has proven to be a valuable anticholinergic preparation in the 
treatment of the above clinival states. Of the known side-effects of anticholi- 
nergic drugs, constipation is the only one of significance seen with Darbid; in 
only one patient was it severe enough to warrant stopping the drug. Of par- 
ticular importance was the absence of urinary retention or even slowing of the 
stream in male patients. The true incidence and significance of iodide reaction 
must await further evaluation, for the present series is too small to speak of its 
true incidence. 


The effectiveness of Darbid in functional bowel disease was excellent and 
this preparation was preferred almost without exception to other drugs that 
had been used. In peptic ulcer the results were almost as good, and certainly 
as effective as any other antispasmodic preparations*®*. It has the added ad- 
vantage of ease of administration with superior night control of symptoms. 


SUMMARY 


Darbid is a new long-acting anticholinergic drug which has proved to be 
a valuable addition to our present group of preparations. While the series of 
patients treated is small, the clinical results were impressive and warrant further 
study. Its greatest value lies in its relative freedom from serious side-effects, 
the ease of administration and the control of night symptoms. 
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MECKEL’S DIVERTICULITIS DUE TO SCHISTOSOMIASIS MANSONI 


BIRESH MAHANTI, M.D.* 
Montreal, Canada 


This case report is presented for several reasons: First, schistosomiasis is a 
very rare and unusual disease in Philadelphia. Second, the presence of schisto- 
somiasis Mansoni as a cause for Meckel’s diverticulitis has not been previously 
reported to my knowledge. 


Case REPORT 


S. J. is an 18-year old Puerto Rican, male who was admitted to the Albert 
Einstein Medical Center (Northern Division) on 23 December 1956. His chief 
complaint was crampy periumbilical pain of sudden onset five hours prior to 
admission. Pain localized to the right lower quadrant and was followed by 
nausea and vomiting. There was no diarrhea. Patient was given an enema at 
home at the advice of his physician with no relief of symptoms. Antibiotics were 
administered. No cathartics were given. There were no previous attacks of 
abdominal pain. 


On physical examination he was obviously in pain. There was no jaundice, 
nor pallor, nor edema, nor cyanosis. The abdomen was not distended; spleen 
and liver were not palpable. Abdominal muscles were resistant in the right 
lower quadrant with accompanying tenderness maximal towards the midline. 
Rectal examination was normal. 


Laboratory studies revealed: Hemoglobin—12.8 gm., Hematocrit—44 per 
cent; WBC leucocytes—15,800 cmm., Polymorphonuclear—83; Lymphocytes—15, 
Monocytes—2; Eosinophil—none. 


Urine was clear, Specific gravity 1.024, Albumin—negative, Acetone—1 plus, 
Sugar—negative. Clinically a diagnosis of acute appendicitis was made and 
patient operated two hours after admission. A McBurney incision was made. 
The appendix was about 7 cm. long and was normal except for slight serosal 
injection of vessels. Appendectomy was done. There was no mesenteric lympha- 
denitis. On further exploration, a Meckel’s diverticulum was found about 40 cm. 
proximal to the ileocecal junction. It was inflamed and had a thickened wall. 
The diverticulum was excised and the ileum closed transversely without com- 
promise to its lumen. 


The pathologic diagnoses were: (Dr. Henry Brody) 1. mild periappendicitis 
and 2. granulomatous Schistosomiasis, in Meckel’s diverticulum. 


*Formerly Senior Resident in Surgery at the Albert Einstein Medical Center, Phila- 
delphia, Pa. 
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Microscopic study of the appendix revealed a mild inflammatory exudate 
consisting essentially of lymphocytes on the serosal surface. There was no evi- 
dence of acute appendicitis. 


The Meckel’s diverticulum evidenced inflammatory reaction in the wall. 
This consisted of lymphocytes, a rare polymorphonuclear leucocyte and occa- 
sional eosinophils. Scattered through the section were focal granulomata at the 
centers of which wrinkled shells of chitin can be demonstrated. A few of these 
have retained their morphology sufficiently well so that they can be recognized 
as ova of Schistosoma. They are not well enough preserved for species identifi- 
cation. One ovum had a terminal spine as if a “hematobium” which was unlikely. 
One of the parasites which is crushed suggested a lateral spine characteristic 
of the Mansoni species found in Puerto Rico. 


The patient’s recovery, postoperatively, was uneventful. Liver function and 
sigmoid biopsies were done during his convalescence. 


Stool examination revealed pus cells. No parasites were found. 


Liver function studies were normal and the bromsulfalein retention was 
less than 5 per cent in 45 minutes. 


A sigmoidoscope was introduced to 25 cm. without any difficulty. No evi- 
dence could be found of Schistosomiasis Mansoni infection in the distal bowel. 
The mucous membrane was slightly congested. Biopsy of the rectal mucosa was 
taken. Imbedded in the stroma of the mucosa were foci of single ova and groups 
of ova. These ova were oval and had lateral spines which were identified as 
Schistosomia Mansoni. 


Patient was discharged on 3 January 1957 to his physician’s care and has 
been asymptomatic since (June 1957). 


CoMMENT 


Schistosomiasis Mansoni is one of three chronic parasitic diseases of the 
portal venous system produced by the trematode of the family schistosome 
whose primary host is man. Out of 50 to 90 per cent of all exposed population 
less than 1 per cent require surgical treatment. Surgical complications as portal 
hypertension’, regenerative colitis with polyposis and stricture formation may 
arise after infestation for ten or more years. Schistosomiasis Mansoni primarily 
affects the large intestine and there is much speculation and discussion about 
malignancy in polyps produced by this parasitic infestation**. 


This case is unusual because of involvement of the Meckel’s diverticulum. 
Schistosomal appendicitis is not infrequent*. 
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Mansoni infection has been reported in the terminal ileum where it has 
caused partial small bowel obstruction’. There was no liver damage apparent 
in this patient. 


SUMMARY 


An unique case of Schistosoma Mansoni infestation is presented which in- 
volved a Meckel’s diverticulum. The parasite was also observed in the rectum. 
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MANAGEMENT OF SPASTIC, IRRITABLE COLON, 
WITH A NOTE ON ULCERATIVE COLITIS 


LOUIS A. ROSENBLUM, M.A., M.D., F.A.C.P., F.A.C.G. 
Forest Hills, N. Y. 


Functional disorders of the bowel seem to be encountered with increasing 
frequency in clinical practice. There is no way of gaining accurate information 
on the incidence of such nonreportable diseases; however, data obtained from 
prescription surveys provide a useful clue. These indicate that during the years 
1950 to 1953, prescriptions for antispasmodic drugs and their combinations in- 
creased some 30 per cent in dollar volume—from 23 to 30 millions’. There is no 
reason to attribute this to greater frequency of recognition, hence it must be 
considered that disorders of the bowel are on the increase and perhaps serve 
as a barometer reflecting the stresses of modern times. 


It is pertinent to recall that the bowel, in addition to performing storage, 
absorptive, propulsive, secretory and excretory functions, also serves as a source 
from which afferent nervous impulses originate. It is not uncommon for the 
hyperreactive colon to give rise to pains simulating various disorders, including 
“indigestion” and coronary distress. When episodes of pain and cramp compli- 
cate the irritation and discomfort of diarrhea, the patient’s preoccupation with 
his disorder assumes major proportions. As a result, the condition tends to be- 
come self-perpetuating. The primary aim of medical management is to suppress 
this vicious cycle by measures which: 1. relieve pain, 2. suppress or prevent 
spasms which engender new attacks of pain, 3. achieve production of stools of 
good consistency, and 4. promote reestablishment of regular bowel habits. 


It is evident that we are concerned mainly with the hyperreactive bowel, 
as manifested by muscular spasm, hypersecretion, or a combination of both. As 
pointed out by Sklar, Kirsner and Palmer* and by Weintraub*, an atonic colon 
is rarely encountered, and many of these are not responsible for any abnormal 
bowel function. For this reason we have approached both constipation and 
diarrheal conditions as essentially problems associated with spasm and irrita- 
bility. 


MATERIAL AND METHODS 


A total of 31 patients, ranging in age from 17 to 58 years, have been stud- 
ied. The diagnosis in all cases was spastic or irritable bowel with or without 
gastrointestinal complications, including rectal polyps, duodenal ulcer and ulcer- 
ative colitis. Of these, two complained of constipation, five had alternating con- 
stipation and diarrhea, and the remainder chiefly diarrhea. Aside from one 
patient whose complaint was of only one month duration, the cases in this series 
represent instances of prolonged distress ranging from about one year to as 
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long as 10 or 12 years. Most patients presented histories of previous medication 
ranging from antispasmodics, fecal softeners and kaolin preparations to anti- 
biotics and tranquilizers, as well as various combinations of one or more of 
these, without significant benefit. 


MEDICATION 


In this study we used a preparation containing scopolamine methyl bro- 
mide, an antispasmodic with minimal central nervous or peripheral effects, guar 
gum, a hydrophilic gel-forming agent, and a fecal softener*. The initial dose in 
each case was usually two capsules taken three times daily. As symptoms sub- 
sided, maintenance therapy of one to four capsules daily proved adequate to 
sustain improvement. In most cases patients responded promptly with relief of 
pain and other symptoms and the initial dose could be lowered to the mainte- 
nance level. 


RESULTS 


In general, the most prominent feature of therapy was the prompt relief of 
pain. In many instances, this occurred after the first dose. Next in order of 
appearance was a release from a persistent sense of urgency, and a feeling of 
relaxation in the rectum. The development of formed stools of good consistency, 
which occurred in a few days to several weeks, was especially gratifying to the 
patients. This criterion proved more effective in establishing a favorable attitude 
on the part of the patient than did regularity of passage. The latter was achieved 
in most cases by adjustment of the maintenance regimen. 


As can be seen from the analysis in Table I, diarrheas responded better 
than cases with constipation. Of the seven patients with spastic colon of the 
constipated type (five alternating with diarrhea), excellent results were ob- 
tained in two cases, good results were obtained in two other cases; two re- 
sponded only slightly and one showed no improvement, with constipation, 
bloating and some cramps persisting. 


Special interest attaches to the four cases of ulcerative colitis treated with 
the combination. In one case, there was less diarrhea, although it was necessary 
to continue previous medication consisting of kaolin and pectin with neomycin. 
Three of the four patients obtained good or excellent symptomatic benefit, and 
in one case sigmoidoscopy revealed objective improvement. 


In a number of cases, remission of symptoms influenced the patient to omit 
medication for several days; the symptoms recurred, but were again brought 
under control by resumption of treatment. 


*Synacol, kindly supplied by Reed & Carnrick, Jersey City, N. J. Formula: scopolamine 
methyl-bromide, 1 mg.; guar gum, 420 mg.; dioctyl sodium sulfosuccinate, 20 mg., in each 
capsule. 
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We have also had an opportunity to observe results with this combination 
in two colostomy patients in whom a diarrheal discharge caused considerable 
discomfort. In both cases, the medication under study brought about a prompt 
improvement with formed stools and a tremendous psychic boost to the patients. 
These two individuals provided excellent objective study material of the combi- 
nation under study with very favorable results. 


TABLE I 


REsuLTs OF TREATMENT OF SPASTIC AND IRRITABLE COLON 
a SPASMOLYTIC, CoLLom GEL, FecAL COMBINATION 


No. of 
Diagnosis® Cases ++ 


Spastic Colon: 
Without local organic complication 


Alternate diarrhea and constipation 


Constipated type 


With rectal polyps 


With ulcerative colitis 


Irritable Bowel: 
Without local organic complication 


With ulcerative colitis 


Totals 31 17 10 


Key: +++ = Excellent; ++ = good; + = slight; 0 = no significant effect 
*Except where specified, the condition was diarrheal. 


CoMMENT 


In a culture strongly oriented to the importance of what goes into the 
mouth and what leaves the anus, it is natural to expect widespread evidence of 
autonomic effects on the gastrointestinal tract. The “functional” disorders re- 
sulting from such stimulation, particularly when they are of long duration, 
represent more than a symptom-complex. The symptom-complex is itself a dis- 
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ease in that it is a reaction of tissues to noxious agents, even if the latter are 
symbolic; e.g. anger, fear, stress or threatening life situations. 


It has been demonstrated in a series of masterful studies on colostomy 
patients that stress and parasympathetic stimulation induce hyperemia of the 
colon, alteration of secretions, and spasm. These changes are usually associated 
with increased fragility of the mucosa, as indicated by the response to local 
application of suction. When sustained, this fragility may lead to submucosal 
bleeding, fibrosis and ulceration‘. 


Hypermotility of the colon need not, of course, result in diarrhea alone. 
Almy® demonstrated nonpropulsive contractions in the sigmoid of constipated 
individuals during stress. It is not uncommon for a patient complaining of con- 
stipation to experience an attack of dairrhea prior to visiting his doctor or 
dentist. Rectal impactions, too, may be associated with frequent, watery stools. 


For these reasons, it was considered logical to treat constipation and diar- 
rhea in similar fashion. Ingegno® has reported the successful use of antispas- 
modics with hydrophilic bulk laxatives to “relieve not only the abdominal 
cramps, but the constipation as well”. 


The results in our seven cases of ulcerative colitis are especially interesting. 
This condition is notoriously difficult to treat; therapy, as Kirsner and Palmer’ 
state, remains symptomatic and protracted. The relief obtained in our patients 
is significant; continued observation under maintenance therapy will determine 
whether it can be sustained. 


While our series of cases is relatively small, it must be noted that all but 
one patient suffered from their ailment for at least a year. Nearly all had failed 
to respond satisfactorily to other medication, hence a psychic effect can be ruled 
out. 


Adverse side-effects of a serious nature were not observed, although a few 
of the patients had dryness of the mouth and blurring of vision while on large 
doses of the medication. 


SUMMARY 


1. Thirty-one patients with spastic or irritable colon were treated with 
medication consisting of a combination of sympatholytic agent, colloid gel and 
fecal softener. Of these, 22 were males and 9 females. 


2. Twenty-seven of these exhibited responses rated as good or excellent. 
Only two were classed as therapeutic failures. 


3. Since most of the cases were relatively severe and of long duration, it 
is considered that the medication compares favorably with any available. 
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4. Noteworthy relief was obtained in six of seven cases with ulcerative 
colitis. Follow-up of these patients is in progress. 


5. No serious side-effects were observed; three of the patients had slight 
dryness of the mouth, and two had some blurring of vision while on high doses 
of the medication. 
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SEASONS, ULCERS AND DEPRESSIONS 


S. H. KRAINES, M.D. 
Chicago, II. 


A relationship appears in some cases to exist between peptic ulcer and 
manic depressive illness. 


If a disease is to be classified according to its local pathology, its patho- 
genesis, and its etiology, then peptic ulcer may be said to result locally from 
an erosion of the mucosa secondary to vasomotor spasm, contraction of the 
muscularis mucosa, and/or the action of gastric juices; the pathogenesis may be 
said to be the result of a hypothalamic disorder which secondarily brings about 
disturbed vagal function and endocrine changes; and though the etiology of 
this hypothalamic disturbance is unknown it is apparent that psychic trauma 
plays a major role. 


Similarly the manic depressive illness (hereafter called MDI) is a disease 
of endogenous origin, with a strong hereditary component, with characteristic 
cycles of depression and elation. The local pathology appears to be a disturb- 
ance in the diencephalic-rhinencephalic-reticular systems’; the pathogenesis 
stems from a disturbed function of the thalamus (sensory distortions), of the 
rhinencephalic complex (mood), of the reticular system (clouding of conscious- 
ness), and of the hypothalamus (psychosomatic symptoms). The etiology is 
unknown but appears to be related to disturbance in endocrine function. 


Thus in both diseases there is a hypothalamic disturbance. In peptic ulcer, 
the stomach and duodenum are the primary target organs; in the MDI there 
tend to be multiple foci, involving many organs. 


Although it is common experience to find that peptic ulcers are aggravated 
in the spring and the fall of the year, statistics are difficult to find. Bolt? states 
that 15 to 20 per cent of his duodenal ulcer patients have exacerbations in the 
spring and the fall. Einhorn’ finds peak incidence in March and September. 
Flood* reports the highest rates in March and November. A summary’ of statis- 
tics from Denmark, England, United States, Sweden, and Norway shows a much 
higher incidence of hemorrhage from peptic ulcer in the third trimester—from 
September through January—with the lowest incidence in the midsummer. 
Several authors report a fall peak in the incidence of perforations. A study of 
deaths® (Fig. 1) associated with peptic ulcer show the peak months to be in 
April and in October through January with the lowest rate in August. If these 
rates of incidence are actually affected by climate the situation should be differ- 
ent in the southern hemisphere. Dr. Linn’ found that whereas in the Northern 
hemisphere the peak incidence of ulcer was from October through January with 
the low point in August, in the southern hemisphere the reverse was true, the 
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peak incidence for ulcer symptoms being in June and July, the low point in 
November, December and January. 


In a study which I made in Chicago’, in a total of 702 instances of manic 
depressive attacks, there were two peak months of onset—in March and in 
September, with the lowest incidence of onset in June (Fig. 2). After this study 
was made, I later found that Leuthold* in Germany, in 250 patients with 385 
attacks, had also investigated this phase of the illness and found peak months 
in March and in October. In both of these studies, the time of onset was not 
the time when the patient first sought help but the time of the first appearance 
of symptoms. 


It is probable, not that the seasonal changes are the major cause of either 
the peptic ulcer or the MDI, but that in susceptible persons the seasons act as an 
added precipitating force. Internal changes reflect the seasonal variations’. 
Petersen’ postulates that such climatic action results in anabolism, reduction, 
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Fig. 1—Deaths from peptic ulcer in the United States in 1942. 


and vascular spasm (the ARS phase) during a cold front, and catabolism, oxy- 
genation, and vascular dilation (the COD phase) during a warm front. Certainly 
seasonal changes create physiologic stresses; in susceptible persons there will 
be disturbing physiologic and/or psychic reverberations. Apparently the tropisms 
of man’s primordial ancestors are visited far beyond the traditional third or 
fourth generation. 


Psychosomatic symptoms are common in the MDI, and over 70 per cent of 
the patients in my series had gastrointestinal symptoms at one time or another 
in their depressive cycle. These symptoms included a feeling of general abdomi- 
nal distress, a feeling of fullness in the epigastrium, nausea, added distress 
after eating, mild relief with antacids or with milk, sour eructations, “gas 
pains”, and local tenderness in the epigastrium. These symptoms were most 
intense not in the initial phase of the MDI, but in the second phase (Fig. 3) 
(which often occurred in the fall of the year); they tended to be minimized in 
the third and fourth phases of intense melancholia; and they reappeared in the 
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ascending leg of the cycle—during the fifth phase, disappearing in the terminal 
or sixth phase. 


Since the focus of my interest in these patients was their psychiatric dis- 
turbance, no exact figures are available as to the incidence of ulcer. Three per 
cent of my patients had x-ray evidence of ulcer, but there were many other 
patients whom the referring physician diagnosed as having an “ulcer syndrome”. 
Several interesting observations can be made on these ulcer patients with MDI; 
these MDI patients with ulcer symptoms. 


Ulcer symptoms were not present in any patients who were in a manic 
swing. 
Ulcer symptoms were more manifest during phases of emotional irritability, 


such irritability being especially manifest in the 2nd and 5th phases; and 
statistically they were more frequent during the spring and fall. 


Many patients with a previous history of ulcer had no recurrence of their 
ulcer symptoms until the advent of the fifth phase of the MDI. 


Fig. 2 


Ulcer symptoms often did not respond to medical therapy during the second 
and fifth phases. 


In many patients the primary diagnosis was that of a peptic ulcer syndrome. 
Later, the psychiatric symptoms of a depression came into prominence. In such 
patients, the ulcer was a “depressive equivalent” wherein the preponderance of 
emotional tension is expressed physiologically rather than psychically. 


Many MDI patients give a history of previous attacks of ulcer symptoms, 
of spastic colitis, etc. The emotional pattern accompanying these gastrointestinal 
symptoms often indicates the existence of a depressive equivalent. 


Chronic emotional tension (and/or ulcers) may persist after the remission 
of the manic depressive attack. 


In several of my patients, in whom the x-ray showed duodenal irregularity 
or a small ulcer crater during the second and fifth phases, the x-ray was negative 
before and after these phases, even though the patient was still in the depression. 
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There are fluctuations in the manic depressive curve. When an ulcer exists 
in depressive patients, the intensity of the ulcer symptoms often fluctuates with 
the mood fluctuations. 


When amphetamines and tranquilizing drugs are added to the ulcer regime, 
many patients appear to have fewer symptoms from their ulcer. 


In three of my patients who had an intractable ulcer and were simultane- 
ously in the fifth phase of their depression, electric shock therapy brought 
about not only a remission of the emotional illness but also a complete remission 
of their ulcer symptoms. 


In many patients, signs of anxiety and tension exist before the onset of the 
ulcer symptoms. It is interesting to note—as Flood states—that these “recur- 
rences took place commonly without any known environmental change which 
could be a basis for anxiety or insecurity”. The history is similar for many MDI 
patients; anxiety and fears develop very frequently with no discernible change 
in the environment—and they improve spontaneously—without any change in 
circumstance. 


Fig. 3—Fluctuations in depressive curve. Ulcer symptoms are most acute in phases 2 and 5. 


The case of Dr. Blank is typical. He had the classical symptoms and the 
x-ray evidence of a duodenal ulcer. His attacks of ulcer pain, with signs of 
hemorrhage were aggravated in the spring and particularly in the fall of the 
year. “As a result” of his ulcer, he suffered from insomnia, anorexia, fatigue, 
often being “discouraged” and “too weak” to go to work. He had his symptoms 
for 13 years, since the age of 32. At the age of 45, in the spring of 1952, he 
had a gastrectomy and thereafter improved rapidly. For the first time in years 
he could eat meats, spicy foods, etc. 


In the next fall, however, he found himself suffering from insomnia, ano- 
rexia, fatigue, and generalized aches and pains. Again, he felt so depressed and 
“worn-out” that he had difficulty in going to work. He would sit around and 
moan over his plight although a clinical and laboratory examination was nega- 
tive. He “knew” that his symptoms were the result of his lack of gastric juices. 
“How”, said he “could anyone be strong with half a stomach?” By the next 
summer, however, he had improved spontaneously, was happy, active, energetic, 
and had no aches or pains. “I have tremendous recuperative powers”, said he. 
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He remained well until the following fall when again the same depression 
symptoms recurred. He has had three such depressive episodes since his opera- 
tion, each attack being approximately six months’ in duration. 


His presurgery attacks of ulcer were apparently depressive equivalents. 
Removal of the target organ removed the specific and focal complaint, but the 
basic syndrome remained. 


In making a differential diagnosis it is well to examine all peptic ulcer 
patients for the possible existence of a concurrent endogenous manic depressive 
syndrome. Although it must be remembered that there are many variations, 
in the archetype form of the MDI, the following characteristics exist: 


Strong hereditary susceptibility exists. 

The sex ratio is 2 females for each male. 

The peak age of onset is 39 for females and 44 for males. 
There is a high incidence immediately after childbirth. 

The onset is most frequently insidious. 

Onset is most often in the fall and next often in the spring. 


The initial symptoms are boredom, loss of zest, fatigue, and often 
hypersomnia. 


In the second phase the symptoms are sadness, crying spells, marked in- 
somnia, anorexia and weight loss, numerous psychosomatic complaints, intense 
phobias, and difficulty in concentration. 


In the depths of the depression (phases 3 & 4) there is intense melancholia, 
a drive for suicide, and complete inertia (or agitation). 


In the fifth phase there is returning energy but marked irritability, violent 
fluctuations in mood, with suicidal attempts during a trough in mood. 


In the sixth phase there is a returning sense of well being. 


Fluctuations in mood occur continuously, being most marked in the fifth 
phase, and somewhat less marked in the second phase. 


The duration of attack may be from three months to several years, the 
average being 18 months. 


Remissions are often spontaneous. 


In a susceptible person, psychic factors can precipitate, modify, or prolong 
a manic depressive illness. 


Rarely can psychic factors produce a true MDI in a nonsusceptible person. 
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Many mild manic and depressive episodes are unrecognized and are ration- 
alized as being the result of environmental or physical factors. 


Electric shock therapy is often curative of a depressive attack. 


In the therapy of ulcer patients who have either a depressive equivalent, 
or in whom ulcer symptoms are aggravated by recognizable depression, it is 
advisable to use psychotherapy to alleviate the psychologic tensions, ampheta- 
mines in the morning to stimulate and sedatives or tranquilizing drugs for ten- 
sion. In some cases, electric shock therapy is advisable. The medical manage- 
ment of the ulcer is, of course, a prerequisite to success, and where there are 
intractable ulcer symptoms surgical interference is advisable. 


Perhaps, then, the MDI should be put on the “suspect” list as an etiologic 
factor of peptic ulcer. Whether the relationship is causal or coincidental, 
superficial or significant, only prolonged and careful research can determine. 
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AN UNUSUAL POLYPOID TUMOR OF THE DUODENUM-—CASE REPORT 


R. TORNEY BARRY, M.D.* 
RICHARD OTIS, M.D.t 
and 
MARCEL THAU, M.D. 
Hartford, Conn. 


INTRODUCTION 


The object of this paper is to present a rather unusual polypoid lesion of 
the duodenum in a patient whose symptoms were related only indirectly to the 
local pathological entity. 


Fig. 1—This selected radiograph from the gastrointestinal series taken in 1956 shows the 
configuration of the polyp as well as its location in the first portion of the duodenum. 


REPORT OF CASE 


J. M. is a well developed, well nourished, white male, aged 63, who was 
first seen by one of us (M. T.) in August 1952. The patient’s chief complaint 
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was of substernal “burning sensation”. Other ancillary complaints were fatigue, 
nervousness, insomnia, a weight gain of ten pounds in one year, exertional 
dyspnea, palpitations and excessive eructation. 


Physical examination revealed a blood pressure of 170/84, an apical and 
peripheral pulse rate of 48, slowness of speech, dryness and coarseness of the 
skin and edema of the eyelids. The remainder of the physical examination was 
essentially negative except for a moderate degree of mid epigastric tenderness. 


It was our impression at the time of initial examination that the patient was 
suffering from a hypothyroid state in spite of a normal BMR (—1 per cent). 
The patient was given a trial course of therapy of thyrothiamin (gr. % of thyroid 
extract), and the effect was satisfactory. The patient’s symptoms very gradually 
improved, the bradycardia disappeared, and the blood pressure came down to 
140/84 within three weeks. The patient was alert and complained of none of 
the previously described symptoms. 


CENTIMETERS 


Fig. 2—The intact mucosal surface and the cut surface revealing the solid homogenous nature 
of the tumor are demonstrated. 


In November 1952, the patient had to be hospitalized because of clinical 
evidence of auricular fibrillation with an apical rate of 82 and a pulse rate of 66. 
The auricular fibrillation was confirmed by ECG which also showed normal 
intraventricular conduction. While in the hospital the patient underwent exten- 
sive work-up with chest x-rays, gastrointestinal and gallbladder series and intra- 
venous pyelogram. The only positive findings were localized in the chest; 
namely, a slight enlargement of the heart and a slight calcification of the aorta. 
The patient was put on digitalis and improved rapidly. The laboratory data on 
this admission were as follows: blood cholesterol, 273 mg. per cent with free 
cholesterol of 25 per cent and esters of 75 per cent; cephalin flocculation 0 in 24 
and 48 hours; total proteins, 7.6 gm. with an A/G ratio of 1.9; blood sugar, 103 
mg. per cent; NPN, 36 mg. per cent; alkaline phosphatase, 3.9; acid phospha- 
tase, 2.3; Hgb., 98 per cent (15.25 gm.); Het., 51, WBC, 6,050 with 59 per cent 
polys; BSR 23 mm./hr. 
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The patient was maintained on 0.1 mg. of digitoxin and did well. His dosage 
of digitoxin was later reduced to 0.1 mg. every other day. The patient was so 
improved with this regimen that he stopped coming to the office for regular 
check-ups. He did, however, continue his digitoxin, 0.1 mg., every other day. 


More than three years later, on 29 August 1956, the patient presented him- 
self in the office with a chief complaint of “choking” when walking, plus his 
original complaint of retrosternal burning pain. The only other symptoms which 
could be elicited by history were excessive eructations and constipation. Exami- 
nation at this time revealed a pale and tired-appearing elderly white male but 


Fig. 3—The a appearance is essentially that of masses of Brunner’s glands without 


evidence of anaplasia. Except for a few scattered lymphocytes beneath the intact 
mucosal surface, no inflammatory component is present. 


in no obvious acute distress. His blood pressure was 136/66 and his heart beat 
was arrhythmic, although both the apical and peripheral pulse rates were equal 
at 66. Because of the extreme weakness, the patient was hospitalized for study 
and treatment. A summary of this hospital stay is as follows: 


This 63-year old white male was admitted to the hospital on 29 August 1956 
with a chief complaint of burning substernal pain which seemed to come on 
when the patient exerted himself, became excited or bent over. The pain ap- 
peared to be relieved after a few minutes of rest. There was no radiation of the 
pain to the neck or the arms although the patient stated that his arms would 
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become weak during the attacks, and he would become short of breath. During 
this period, also, the patient noted two-pillow orthopnea. These symptoms had 
been obvious to the patient for approximately three months. There was no his- 
tory of ankle edema or urinary frequency. In the two weeks prior to admission, 
the patient had become worse until he could not even drive his car. He had 
received no medication other than digitoxin, 0.1 mg. every other day, and he 
stated that he had been somewhat lax in taking his medication. 


The physical examination revealed a well developed, well nourished, elderly 
white male in no acute distress. The blood pressure on admission was 128/56. 
The pulse was 64 and varied in rate, rhythm and intensity. No other significant 
physical findings were noted. 


The laboratory studies were as follows: protein-bound iodine, 6.0 meg. per 
cent; total iodine, 6.5 mcg. per cent; NPN, 30; FBS, 102; total protein, 6.8; A/G 


Fig. 4—A higher magnification shows an exit duct similar to the ducts noted in the normal 
tubular alveolar Brunner’s glands. No evidence of obstruction is noted. 


ratio of 4.4/2.4; total cholesterol, 182 with free cholesterol of 45 and esterifica- 
tion of 137; alkaline phosphatase, 2.2; acid phosphatase, 1.4; BSR, 20 mm./hr; 
Hgb., 8.75 gm. or 56 per cent; Het., 32; WBC, 6,850 with 63 per cent polys; 
transaminase, 18. The chest plate was reported as being normal, with the excep- 
tion of the previously mentioned slight enlargement in the cardiac transverse 
diameter and the calcification of the aortic arch. A gastrointestinal series was 
done and showed a polypoid filling defect in the first portion of the duodenum 
which moved at intervals into the second portion of the duodenum. It was there- 
fore felt that this defect represented a polypoid lesion attached to a narrow 
stalk. A barium enema was negative as was an intravenous pyelogram. A gall- 
bladder series was also reported as normal. An ECG showed atrial fibrillation 
with a single ventricular ectopic beat and evidence of myocardial ischemia 
localized to the region of the apex of the heart. Two stool specimens were sub- 
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mitted to the laboratory for occult blood, and they were reported as 1 plus and 
2 plus respectively. A blood volume was done and showed a reported RCM 
deficit of 310 c.c. and a plasma excess of 480 c.c. This most probably represented 
a compensated blood loss. 


One of the authors (RTB) was called in surgical consultation. The patient 
was given 250 c.c. of packed red cells prior to operation and was then taken to 
the operating room on 7 September 1956. At operation the polypoid mass could 
be palpated through the wall of the duodenum in its first portion, and it could 
be advanced to its second portion without evident dimpling of the anterior, 
superior or inferior aspect of the wall of the duodenum. A duodenotomy incision 
was made in a longitudinal fashion in the anterior wall of the duodenum, just 
distal to the pyloric ring. The polypoid tumor was delivered from the duodenum 
and was found to be attached to the posterior aspect of the first portion of the 
duodenum, just distal to the pylorus. It was noted at the time of operation that 
minimal tension on the polyp caused rather marked edema of the tumor and 
that angulation of the narrow pedicle produced the same effect. The patient had 
an uneventful postoperative course and was discharged on his ninth post- 
operative day. 


In retrospect, a careful review of the gastrointestinal series done in 1952 
showed the lesion of the duodenum to be present and about of the same size 
as the last gastrointestinal series. 


PATHOLOGY REPORT 


Gross:—The specimen consists of round, polypoid, soft, pedunculated struc- 
ture. The surface is slightly nodular and covered by a mucosal lining. No ulcera- 
tion or inflammatory changes are seen. There is a 0.5 cm. attached stalk consist- 
ing of duodenal mucosa. Cut section reveals the mass to be of a yellow-cream 
color and of uniform consistency, somewhat suggestive of adipose tissue. 


Microscopic:—Sections show intact duodenal mucosa overlying a mass of 
glandular-type tissue. This is composed of columnar-type cells with small, reg- 
ular nuclei located in a basilar position. The cytoplasm is abundant, eosinophilic 
and of a faintly granular character. Occasional ductules are present which are 
lined by cuboidal-columnar epithelium with less prominent cytoplasm. No 
mitotic activity or evidence of anaplasia is present. The histological picture is 
characteristic of the branched tubulo-alveolar glands of Brunner. A few lympho- 
cytes are present in the overlying mucosa. There is no inflammatory component 
within the tumor mass. 


COMMENT 


Since the original autopsy finding of a Brunner’s gland adenoma by Cruveil- 
hier in 1834°, sporadic reports of such lesions have appeared in the literature. 
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With the advent of roentgenological diagnostic procedures such reports have 
become more frequent, resulting in the present case being the 72nd so de- 
scribed. Several reviews of the literature of varying completeness are available 
hence no attempt at reiteration will be made herein. The most recent brief such 
account is that accompanying a case report by Deren and Henry*. In view of 
the rarity of duodenal neoplasms in general, the report of the present case is 
felt to be warranted since it is to be hoped that cognizance of such lesions will 
enhance our diagnostic acumen. A “seek and ye shall find” attitude is well ex- 
emplified in the present case wherein review of previous x-rays show the poly- 
poid lesion to have been present four years prior to resection. 


The relative rarity of such lesions is well exemplified by previous reports. 
Jacobius’ reported a single case as an adventitious autopsy finding and noted 
that none had been recorded in 5,643 previous autopsies. Hoffman and Grazel’s 
series of small intestinal tumors*®, obtained from reviewing 64,300 surgical speci- 
mens and 4,480 autopsy reports, contained 18 duodenal neoplasms of various 
types. In conjunction with a collective review of 66 benign duodenal tumors, 
the incidence of Brunner’s gland adenomas was found to comprise 10.6 per cent 
of such lesions. Raiford’s series of small intestinal tumors’® contained 4 duodenal 
adenomas none of which, however, was of the Brunner’s gland type. This 
review covered 11,500 autopsies and 45,000 surgical specimens. A review of 
autopsy and surgical material at Hartford Hospital from 1938 to 1956 produced 
4 duodenal neoplasms amongst 7,540 autopsies and 144,247 surgical specimens. 
The first of these consisted of a case of three polypoid duodenal tumors just 
distal to the pylorus as an adventitious autopsy finding which proved to be carci- 
noids. The second case was an autopsy finding of two polypoid lesions in the 
second portion of the duodenum composed of heterotopic pancreatic tissue. The 
third case, also an autopsy, contained two polyps in the second portion of the 
duodenum diagnosed as lipomas. The present case, a surgical specimen, is the 
only Brunner’s gland adenoma recorded. 


In accordance with the normal anatomical locale of Brunner’s glands, the 
specific adenomas tend to decrease in frequency proceeding distally in the duo- 
denum. In contrast to the high incidence of ulcer and accompanying duodenitis 
in the first portion of the duodenum, the Brunner’s gland adenomas are exceed- 
ingly rare. If their etiology was in any way promulgated by antecedent chronic 
inflammation as has been alleged’, a higher incidence might be expected. Only 
a few lymphocytes were noted to be present in the mucosa overlying the tumor 
mass in the present case. Obstruction of the outlet ducts of the tubuloalveolar 
Brunner’s glands has been suggested as a causative factor*. In the present in- 
stance, however, several ducts were noted as patent up to the mucosal surface 
and without evidence of obstruction or dilatation. The alveolar portions were 
intact and except for quantity, were of similar histological appearance to normal 
Brunner’s glands. Proliferation of glandular elements in the presence of ductal 
obstruction would be unusual. Hyperplasia as a reactive protective mechanism 
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from gastric hyperacidity has beei. suggested’ and may account for a more 
diffuse overgrowth if not for the solitary true adenoma. The present case being 
an example of the latter probably represents a true neoplastic process, albeit 
benign, of unknown causation. It is generally accepted that Brunner’s gland 
adenomas do not become malignant® although a duodenal adenocarcinoma 
arising in Brunner’s glands has been reported?. 


As has been previously noted'', symptoms of complications when present, 
have consisted of epigastric distress, pyloric obstruction and/or hemorrhage. 
The present case demonstrated vague symptoms of substernal or epigastric 
distress. No element of obstruction was present. Bleeding was confined to occult 
blood in stool examinations with evidence of compensated blood loss on blood 


volume studies. 


SUMMARY 


A case of a solitary Brunner’s gland adenoma of the first portion of the 
duodenum is presented which is the 72nd case so recorded. The pathology of 
the lesion is described with additional comments upon the incidence, patho- 
genesis and symptoms. 
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EDITORIAL 


PANCREATITIS 


Intestinal disorders in general, and intestinal sluggishness in particular, 
play an important role in the etiology of pancreatic disease. Intestinal sluggish- 
ness involving the duodenum may cause: stagnation of pancreatic secretion; 
extension of inflammation of the duodenum into the pancreatic ducts, or infec- 
tion of the latter by invasion of intestinal bacteria along the column of stagnant 
pancreatic juice; disturbances of the hormone mechanism through pathological 
changes in the duodenal mucosa; circulatory disturbances caused indirectly by 
enlargement of the liver, induced by duodenal atony; spread of infection, via 
the lymphatics, from a cholecystitis or a choledochitis, due to intestinal atony, 
into the pancreas; organic involvement of the pancreas through the liver. 


Pancreatitis may occur at any age, but is most frequent during middle age. 
It is uncommon in the first two decades of life, except as a complication of 
mumps. 


Considerable difficulty is presented by the problem of classifying the pan- 
creatic diseases so as to make them clear and avoid confusing repetition. They 
may be divided into acute and chronic affections, into medical and surgical 
diseases, or they may be considered from the inflammatory and neoplastic point 
of view. Acute, hemorrhagic, gangrenous or suppurative pancreatitis, may com- 
plicate mumps. 


Chronic pancreatitis:—This includes sclerotic conditions of the gland, such 
as those associated with gallstones, catarrhal jaundice, cirrhosis of the liver, 
tuberculous and syphilitic infections. 


Other conditions associated with chronic pancreatitis are cysts and pseudo- 
cysts, foreign bodies in the duct or ampulla (may be calculi), new growths like 
adenoma, fibroma and sarcoma, carcinoma, primary or secondary, of the head, 
body, tail of the ampulla of Vater. 


Considering all cases of acute and recurrent pancreatitis, little or no differ- 
ence was found in symptomatology. 


Acute hemorrhagic pancreatitis:-The most frequent cause of acute hemor- 
rhagic pancreatitis is an infection of enterogenous origin with Bacillus coli; but 
bacterial invasion by other pus producers may take place through the blood 
stream. Possibly the entrance of bile into the pancreatic duct, due to the pres- 
ence of gallstones near the ampulla of Vater, is at times a precipitating cause. 


Symptomatology and diagnosis:—Abdominal pain is the most constant com- 
plaint occurring in about 90 per cent of patients with acute pancreatitis. The 
attack which is sudden and violent, may occur in individuals who have previ- 
ously enjoyed apparently good health. The severe vomiting and excruciating 


425 


426 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


pain in the epigastric region resembles that in peritonitis. Collapse and death 
appear imminent; or there may be transient improvement followed by a new 
attack. 


Physical examination is difficult but when palpation is possible, hardness 
and possibly a tumor mass may be felt in the upper abdomen, representing the 
enlarged pancreas. 


The condition may simulate a perforating duodenal or gastric ulcer, gan- 
grenous perforation of the gallbladder or retrocolic appendix, intestinal obstruc- 
tion in the upper abdomen, pyelitis, renal or adrenal lesions, ectopic rupture, 
(a very important sign, if present, is a bluish discoloration of the umbilicus) 
mesenteric or splenic thrombosis, aortic aneurysm and rupture, mesenteric 
arteriospasm, acute cardiac dilatation and collapse in angina pectoris, and 
violent poisoning by food or chemicals. Necrosis intensifies the pain, nausea and 
vomiting; tympanites and shock are characteristic in acute pancreatitis. Vascular 
destruction results in extensive bleeding and infiltration. The escaping pancreatic 
juice produces autodigestion. Individuals who are addicted to alcohol have a 
tendency to pancreatic necrosis with fatal result. 


Acute and subacute purulent pancreatitis:-These processes result either 
from an extension of the suppuration of adjacent organs or through invasion of 
pus producers through the blood or lymph. The infection may be an ascending 
one from the intestines, especially in cholelithiasis. 


Symptomatology and diagnosis:-The symptoms resemble those of the hem- 
orrhagic form, but develop much more slowly, are milder and not followed by 
collapse. The onset is characterized by alternating diarrhea and constipation, 
while functional tests of the pancreas indicate mechanical disturbance. There 
may be resistance on palpation corresponding to the diagonal position of the 
enlarged pancreas. 


Subacute pancreatitis or so-called acute edema of the pancreas:—At times 
an acutely inflamed gallbladder may be the cause of edema of the pancreas. 


Symptomatology and diagnosis:—Apparently, without warning the patient 
is stricken by an intensely violent, acute abdominal pain, and is often moribund 
before the cause of the disturbance is even suspected, and before there is oppor- 
tunity for operative interference. 


Unless there is a predominating or complicating active disturbance in the 
gallbladder or bile ducts, the picture is rather characteristic. One may trace a 
definite history of recurrent attacks of pain, extending over a period of months 
or years. This, however, may vary, as in some cases there were no previous 
attacks. The severity and duration of these pains subside spontaneously and are 
often thought to be due to an attack of biliary colic or gallbladder inflammation. 
This is probably correct in some cases, until the serious acute involvement 
occurs, or until chronic pancreatitis is established. 
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These attacks are rather of a specific character, differing decidedly from the 
usual gallbladder pain, and at operation the gallbladder is found relatively un- 
involved. The patient complains of excruciating, deep, boring pain, in the mid- 
epigastrium, with radiation to the left. In addition there is tenderness on deep 
pressure in the epigastrium, with very slight if any, rigidity. Often there is a 
definite area of hyperesthesia (head zone) in the left flank at the level of the 
eighth to the tenth dorsal vertebra. Jaundice is usually absent, unless there is a 
calculous or inflammatory common bile duct obstruction; the icterus index is 
not increased. A moderate elevation of temperature and pulse rate may occur; 
moderate leucocytosis, a trace of sugar and a decreased sugar tolerance at times 
are also noted. Examination of blood amylase during the acute stage will show 
marked elevation, which tends to be normal after 24 or 48 hours. 


Pregnancy may be a forerunner or complicating factor of acute pancreatitis. 
When confronted with a pregnant patient with severe upper abdominal pain, 
increased nausea, vomiting, collapse and rise of pulse and temperature, acute 
pancreatitis should not be omitted from the possible etiology. During pregnancy 
there is an increase in pancreatic function with increase in lipase and trypsin 
concentrations, and elevation of serum amylase and urinary diastase. When sus- 
picious of pancreatic involvement the above tests may be of material help in 
the differential diagnosis. 


The use of morphine, Demerol or other narcotics may mask the symptoms 


and lead to erroneous diagnosis. 


Treatment:—Symptomatic and/or surgical when indicated. 


SAMUEL Wess, M.D., F.A.C.G. 


President's Message 


“PARKINSON'S LAW” NOTWITHSTANDING 


To any who have not taken the oppor- 
tunity to read “Parkinson’s Law” I would 
recommend they do so. In a nice vein of 
satire Professor C. Northcote Parkinson, pre- 
fessor of history at the University of Malaya, 
shows that the amount accomplished by a 
given group, for instance a committee, is 
frequently in inverse proportion to the num- 
ber of members comprising it. In spite of the 
revealing insight with which he analyzes a 

political, social or scientific committee we are aware that it would be 
an impossible task to run our organization without committees. 

On 9 February your Board of Trustees met in Chicago. The bulk 
of the work of this busy meeting consisted of hearing and discussing 
reports of eight of the 16 official standing or specially appointed com- 
mittees. The members of these committees are the men, who, for the 
most part, determine the policy and run your organization. Everyone 
should be familiar with the names of these members so that intelligent 
support and criticism of their policy can take place before, rather than 
after, decisions are made. 

At present I think the Committees deserving our closest attention 
are the Program Committee, because of our forthcoming annual meeting 
and postgraduate course in New Orleans; the Finance Committee be- 
cause of the anticipated expenditures for the retirement fund for paid 
employees and the improvement of the Journal; the Special Committee 
for Journal Improvement because of our need to keep this organ in a 
highly developed state to meet the ever increasing competition in this 
field. 

The members of these Committees are as follows: 

Program Committee: Drs. Louis Ochs, Jr., Julian A. Sterling, Walter 
L. Mersheimer, Dale W. Creek, George A. Wharton and Lynn A. 
Ferguson. 

Finance Committee: Drs. Edward J. Krol, William B. Rawls, Louis 
L. Perkel, Murrel H. Kaplan and Donald E. Ross. 

Special Committee for Journal Improvement: Drs. Henry G. Rud- 
ner, George K. Wharton, Lynn A. Ferguson, James T. Nix, Samuel 
Weiss, Arthur A. Kirchner and C. Wilmer Wirts. 

These men are responsible for important decisions and I am sure 
they will welcome your comment and support. 
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NEWS NOTES 


Furry INTERNATIONAL CONGRESS OF INTERNAL MEDICINE 


The Fifth International Congress of Internal Medicine which will meet in 
Philadelphia, 24-26 April 1958, will have 81 foreign speakers representing 27 
nations, in addition to America’s leading internists participating in the scientific 
program. 


Information and registration forms may be obtained by writing to Mr. E. R. 
Loveland, Secretary-General, Fifth International Congress of Internal Medicine, 
4200 Pine St., Philadelphia 4, Pa. 


ConcrREsS OF GASTROENTEROLOGY 


The World Congress of Gastroenterology to be held in Washington, D. C., 
25-31 May 1958, will present five main symposia on the following subjects: 
Peptic Ulcer; Intestinal Infections and Infestations; Malabsorption; Nutrition 
and Its Effect on the Liver and Pancreas; Gastric Carcinoma. 


In addition, over 150 papers have been accepted by the committee for the 
program. 


For information, registration, program, etc., write to Dr. H. Marvin Pollard, 
Secretary-General, World Congress of Gastroenterology, University Hospital, 
Ann Arbor, Mich. 


INTERNATIONAL SOCIETY OF GASTROENTEROLOGY 


The general meeting of the International Society of Gastroenterology will 
be held in Washington, D. C., at the time of the World Congress in May. 


The American College of Gastroenterology, which has been affiliated with 
the International Society of Gastroenterology ever since that organization was 
activated, will have its official delegates at the business meeting. Among the 
items on the agenda are the adoption of a new set of By-laws, change of name 
to the “World Organization of Gastroenterology”, time and place of the next 
World Congress and designation of the host organization for this future meeting. 


Appointed official delegates from the American College of Gastroenterology 
are: Dr. Lynn A. Ferguson, Secretary-General; Dr. C. Wilmer Wirts, President; 
Dr. Joseph Shaiken, Vice-President; Dr. Anthony Bassler, Honorary President 
and Dr. Samuel Weiss, Editor-in-Chief of THz AMERICAN JOURNAL OF GasTRO- 
ENTEROLOGY. 


Iu Memoriam 


We record with profound sorrow the passing of Dr. Benjamin M. Sakin of 
Brooklyn, N. Y., Associate Fellow of the American College of Gastroenterology. 
We extend our deepest sympathy to the bereaved family. 
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ESOPHAGUS 


ESOPHAGEAL DIVERTICULUM AND ITS RADIOLOGICAL DIAGNOSIS: Tadashi 
Horiuchi and Jiro Yira. Nagoya Med. J. 3:207 (Dec.), 1956. 


The combination of a traction-type diver- 
ticulum plus a functional one just above 
the former in the esophagus is documented 
in a 54-year old woman whose complaints 
persisted for 6 months. 

This combination is clearly shown with 
roentgenograms taken first with a mixture 
of barium sulfate and olive oil followed by 
air swallowing films. The lesions were at 
about C5-C6, the functional diverticulum 
being above the traction pocket. 


The history of chest pain 10 minutes 
after es of solid food but with 
greater localization of distress in the epi- 
gastrium was due to the reflex lower eso- 
phageal and antral spasms induced by pas- 
sage of the bolus through the traction 
diverticulum. 

The rare esophageal diverticula deserve 
differential consideration in all epigastric 
distresses not easily diagnosed. 

A. M. Sustnno 


ROENTGENOLOGY OF CONGENITAL ANOMALIES OF THE ESOPHAGUS: Harvey 
White. Quart. Bull. Northwestern Univ. M. School, 31:52 (Spring), 1957. 


Congenital anomalies of the esophagus 
represent an important cause of symptoms 
in infants and children. The roentgen ex- 
amination is admirably suited for the in- 
vestigation of this organ, thereby making 
diagnosis rapid and accurate. The author's 
purpose is to describe in detail the roent- 
gen examination and to show examples of 
the various interesting anomalies. The clin- 
ical symptomatology and treatment are re- 
in the references. 


The author describes in quite adequate 
detail the proper preparation of the pa- 


tient and the technic of the examination 
itself. He includes the two major groups: 
the newborn period, and the postnatal 
period. The text and the illustrations of the 
roentgenograms cover most of the com- 
monly found anomalies, and the rare and 
seldom encountered anomalies are also 
mentioned. 

CueEsTer S. SvIGALs 
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ESOPHAGEAL ULCER IN THE ADULT: Lt. Col. Eddy D. Palmer (MC), U.S. Army, 


A.M.A, Arch. Int. Med., 99:695, 1957. 


A group of 23 patients with primary 
esophageal ulcers were studied, their symp- 
toms were bleeding, weight-loss, pyrosis, 
painful or obstructive swallowing, noctur- 
nal pain, pain deep beneath the xyphoid 
aps radiating to the midback, to the 
eft neck and shoulder region, or the left 
nipple aggravated during or shortly after 
meals. The diagnosis was made by eso- 
phagoscopy in all cases, only seven showed 
also x-ray changes. Treatment consisted of 
bismuth 2 gm. qid. for 3 
months made into a heavy paste with 


water and given one-half hour after each 
meal and at bedtime. Also dilations with 
Hurst mercury bougies were performed 
daily in the presence and biweekly in the 
absence of strictures. All patients were 
cured except five who had persistent mo- 
tility disturbance after the healing of the 
ulcer; 3 of them also showed electrocardi- 
ographic changes of pericarditis, thought 
to be secondary and caused by ulcer pene- 
tration. 


H. B. E1sensTapt 


STOMACH 


TRICHOBEZOARS IN CHILDREN: Marvin Glicklich. Quart. Bull. Northwestern Univ. 


M. School 31:12 (Spring), 1957. 


Hair ball or trichobezoar in a foreign 
body of the stomach to be considered in 
the differential diagnosis of abdominal mass, 
abdominal pain, anorexia, intestinal obstruc- 
tion and gastrointestinal bleeding in chil- 
dren and young adults. Human _bezoars 
are emauttaly of three types: trichobezoars, 
consisting of hair; phytobezoars, most com- 
monly due to persimmon ingestion; and 
concretions of sundry materials. Tricho- 
bezoar is primarily a lesion of the young 
female. Over 91 per cent of the reporte 
cases have been in females, This age-sex 
incidence suggests trichophagia to be a 
habit started in childhood, continued for a 
number of years, and related to the hair 
fashions worn by the female child. Most 
writers have the feeling in the absence of 


statistical data that trichophagia is a mani- 
festation of personality disorders and is 
analagous to nail biting, thumb sucking, 
eneuresis, and tics. 

There are no distinctive laboratory find- 
ings unless hair is found in the stool or 
the gastric specimens. A slight anemia and 
leucocytosis may be present. Roentgen- 
ologic examination is diagnostic. 

The author presents two case reports 
illustrating all be above features. Photo- 
graphs of the x-rays and the pathological 
specimens are included. pe ara removal 
of the trichobezoar is the obvious treatment. 
The author further concludes that psychi- 
atric evaluation is indicated in these 
patients. 

CuesTEr S. SvicaLs 


INTESTINES 


LYMPHOSARCOMA OF THE RECTOSIGMOID: Irving Puziss and David A. Susnow. 


Am. J. Surg. 93:477 (March), 1957. 


Lymphosarcoma of the sigmoid and rec- 
tosigmoid occurs very rarely, as contrasted 
to the frequency in which it occurs in the 
stomach and ileum. Rankin believes the le- 
sion arises in the lymph follicles of the 
gastrointestinal tract as a primary or metas- 
tatic growth. 

The prognosis is very poor. The diag- 
nosis is rarely made preoperatively as it 


mimics the clinical picture of carcinoma. 
Postoperative x-ray therapy is indicated and 
advised by many. 

The prognosis of this type of lesion is 
poor, even with early surgical extirpation. 
Some authors report only a 42 per cent 
five-year survival rate. 


Cart J. DePrizio 
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A STUDY OF INFANTILE COLIC: William C. Taylor. Canad. M. A. J. 76:458 (15 


Mar.), 1957. 


The author presents from his own prac- 
tice a comparison of 100 infants suffering 
from colic and 100 not so afflicted. 

He then discusses the management, meth- 
od of treatment, etc. The management con- 
sists of exclusion of physical disease, food 
allergies, allowance of liberal amounts of 


formula. The mother requires constant re- 
assurance and guidance. Tension should be 
lessened at home. Phenobarbital 1/8-3/8 
gr. is of great benefit and should be given 
10-15 minutes before each feeding and 
continued for several weeks. 

Louis K. MoRGANSTEIN 


LIVER AND BILIARY TRACT 


CHRONIC CONSTRICTIVE PERIHEPATITIS (A PARTICULAR FORM OF CURSCH- 
MANN’S ICING LIVER). A PRELIMINARY ATTEMPT AT DIRECT SURGICAL 
THERAPY: A. Lemaire, E. Housset, J. Natali and J. P. Etienne. La Presse Medicale 


64:943 (23 May), 1956. 


With special reference to two personal 
cases reported in detail, the authors resume 
the study of perihepatitis. An analysis of 
those cases which had been published un- 
der the term “perihepatitis” or “Cur- 
schmann’s icing liver” allowed them to 
identify a particular type of perihepatitis 
for which they suggest the term “constric- 
tive chronic perihepatitis”. The condition is 
not an exceptional one; it may be the caus- 
ative factor of cirrhosis of the liver, the 


development of which would be subsequent 
to the stricture of the hepatic parenchyma 
by the surrounding sclerous “gangue”. 


In one of the two cases the authors per- 
formed a surgical intervention for removing 
the perihepatitis “gangue” from the surface 
of the liver. This “perihepatectomy” proved 
very beneficial to the patient’s condition. 

On conclusion, perihepatitis should be 
a as a nosologic entity worthy of 
holding a place in hepatology. 

After publication of the present article 
the authors had the opportunity of dealing 
with a third similar case they treated by 
“perihepatectomy”, which was perfectly 
tolerated and has so far brought out great 
improvement. 


INVERSION OF THE PORTAL BLOOD STREAM. FALSE IMAGES OF OBSTACLE 
TO CIRCULATION ON THE PORTAL TRUNCUS: Lacien Leger. La Presse Medi- 


cale, 64:1189 (27 June), 1956. 


By means of a series of personal observa- 
tions with splenoportography, using Odel- 
ka’s camera, the author could demonstrate 
that such images as showed an unachieved 
filling of the portal system were not due to 
the fixation of a fleeting and misleading 
picture, since this lack in opacification of 
the portal truncus was seen to be persistent 
on the serial films and no anatomical or 
mechanical obstacle was later found. 

Consequently, the author suggests that, 
instead of an obstacle, there occurs a func- 
tional inversion of the blood stream as 
caused by the fact that the blood which 
cannot normally flow towards the hepatic 
gland would flow back towards the plexus 
of coronary stomachal and esophageal veins. 

Yet the functional value as constituted 
by the coronary stomachal vein and_ the 
esophageal varices should be discussed, as 
it was not possible for the author to dem- 


onstrate the presence of periesophageal and 
mediastinal anastomosis of the portal and 
caval systems. On the other hand he ob- 
served an absence of simultaneity between 
the emptying of the dilated coronary stom- 
achal veins and the splenic vein, which 
observation led him to wonder whether 
esophageal varices do not constitute at times 
a mere venous network like a “cul-de-sac” 
that would be connected to the portal 
stream and susceptible of weakening the 
hypertensive op but not of draining the 
portal network. 

Such an interpretation would justify 
those attempts at treatment by sclerosis, 
ligation or exeresis of the esophageal va- 
rices which were suggested against hemor- 
rhagic accidents and would seem unwise if 
the varices did constitute vicarious porto- 
caval anastomoses. 

Guy ALBot 
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CHRONIC IDIOPATHIC JAUNDICE. TWO CASES OCCURRING IN SIBLINGS WITH 
HISTOCHEMICAL STUDIES: Gregory G. John and Kenneth P. Knudtson. Am. J. 


Med. 21:138 (July), 1956. 


The authors present two cases in siblings 
which satisfy the requirements of Dubin 
and Johnson for chronic idiopathic jaundice. 
The familiar nature of the disease had been 
suspected but not heretofore proved. The 
etiology of the syndrome is still doubtful 
but appears to be a selective inability of 
the liver to excrete adequately the sub- 
stance responsible for the liver pigmenta- 
tion, bilirubin, bromsulfalein and the dyes 
used for cholecystography. The error ma 
be inborn or acquired. Availability of fresh 
liver tissue has added a strong positive oral 


OPERATIVE CHOLANGIOGRAPHIC 


red O reaction to those histochemical re- 
actions previously obtained. The identity of 
the coarse brown centralobular pigment is 
still in question. One patient was subjected 
to colecystectomy and the gallbladder was 
noted to contain some 300 pigment choles- 
terol stones. It was noted that two other 
sisters, both in their late 20’s, are reported 
to have had several attacks of “gallbladder” 
trouble in the past year, suggesting that 
they may also have the same disease entity. 


Joun M. McManon 


DEMONSTRATION OF BILIARY TRACT 


PATHOLOGY: J. O. Morgan. J. M. A. Alabama, 26:34 (Aug.), 1956. 


The high incidence of overlooked com- 
mon duct stones, with and without chole- 
docotomy, by competent surgeons is evi- 
dence of a need for improved methods. The 
author does an operative cholangiogram on 
all patients who have gallstones and de- 
pends largely on the film interpretation as 
to whether open exploration of the ducts 
will be done. The author has reviewed 200 
cases of biliary calculus disease which were 
treated surgically before beginning the use 
of operative cholangiography. Duct stones 
were removed in 11 per cent. A removal 
rate in a similar number of cases since the 
routine use of operative cholangiography 


was 17 per cent. In addition, anomalies of 
the biliary ducts are readily detected. The 
status of the ducts in infants with congeni- 
tal atresia can best be evaluated by this 
method. Palliative procedures for patients 
with carcinoma in the region of the portal 
fissure or with cancer of the common he- 
patic duct is more readily carried out and 
reparative surgery on the biliary duct is 
facilitated. The technic is discussed. Maxi- 
mum cooperation between surgical team 
and radiologist is necessary to insure maxi- 
mum benefit. 


Joun M. McManon 


OBSERVATION ON HEPATIC AND RENAL DYSFUNCTION IN TRICHINOSIS: 
ANATOMIC CHANGES IN THESE ORGANS OCCURRING IN CASES OF TRICH- 
INOSIS: J. M. Guattery, John Milne and R. K. House. Am. J. Med. 21:567 (Oct.), 


1956. 


The authors present five cases of trichi- 
nosis in which they illustrate hepatic and 
renal dysfunction and anatomic diage in 
this disorder. Hepatic dysfunction is mani- 
fested by abnormal liver function tests. Re- 
duction of bromsulfalein excretion was 
noted in all cases. The test became abnor- 
mal as early as 16 days after the onset of 
symptoms. The hepatic changes may in- 
clude: direct invasion of the liver sinusoids 
by the trichinella larvae; fatty changes and 
degeneration, particularly involving the 
peripheral zone of the liver lobule early in 


the course of the disease; progression to 
frank cirrhosis in one case. Hypoalbumi- 
nemia was a prominent feature of four of 
the five cases presented. Maintaining gen- 
eral nutrition of patients with severe trichi- 
nosis is a major problem and may contrib- 
ute to the latter. Nephritis occurred in 
three of the five cases presented and the 
functional and pathologic data are reported. 
The damage may be both glomerular and 
tubular “a may simulate acute and chron- 
ic glomerulonephritis. Trichinosis in its 
severe form is a diffuse disease involving 
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widespread vascular damage, widespread 
tissue invasion and multiple organ damage. 
Two of the severely ill patients received 
aspirin on a four-hour schedule with ap- 


parent satisfactory response. The specific 
role of this medication is not clear. 


Joun M. McManon 


BILE PERITONITIS FROM RUPTURED HEPATIC HYDATID CYST: H. J. H. Hiddle- 
stone. New Zealand M. J. 55:320 (Aug.), 1956. 


Although hydatid cysts are usually asymp- 
tomatic, serious complications may occur. 
Hepatic hydatid cysts may rupture into the 
biliary system, peritoneal cavity, thorax and 
less commonly into the vascular, alimentary 
or urinary systems. Most commonly the cyst 
ruptures into the peritoneal cavity. 

The author then presents a case of bile 
peritonitis which was operated on with re- 
moval of 20 pints of bile-stained fluid, con- 
taining viscous bile-stained mucus. The 
cyst was present on the undersurface of 
the left lobe of the liver. The cyst was re- 


moved, the liver biopsied and the abdomen 
closed with drainage. There was no sec- 
ond. infection. Convalescence was un- 
e onttul and patient was discharged on the 
26th day. 

One must be careful to distinguish be- 
tween bile peritonitis from bilious peri- 
tonitis of common duct obstruction or por- 
tal cirrhosis with jaundice and of malignant 
disease of the liver. In these cases the bil- 
ious effusion is a transudate from blood not 
an escape from the bile passages. 

Louis K. MORGANSTEIN 


SURGICAL TREATMENT OF CARCINOMA OF THE AMPULLA OF VATER: Louis 
H. Nason. J. Internat. Coll. Surgeons 26:406 (Oct.), 1956. 


Carcinoma of the ampulla of Vater oc- 
curs not too rarely in elderly patients. One 
of the most important clinical symptoms is 
painless and intermittent jaundice. 

The jaundice in carcinoma of the head 
of the pancreas is of steady, progressive 
nature. In contrary the lesions near the 
ampulla of Vater are usually of the papil- 
lary type. Therefore they may cause only a 
temporary plugging of the ampulla and this 
way produce an intermittent type of jaun- 
dice. 


The degree of malignancy is usually low, 
and lymph-metastasis late. 

In contrast to the very radical Whipple 
operation the author recommends a more 
conservative, surgical approach. His technic 
is described and the history of four cases 
presented. 

The mortality with this conservative-type 
of operation is low. The results are good 
because of the usually low type of malig- 
nancy. 

H, J. Joserx 


ANATOMICAL CONSIDERATIONS IN SURGERY OF THE GALLBLADDER: Barry 
J. Anson. Quart. Bull. Northwestern Univ. M. School 30:250 (Fall), 1956. 


The author discusses: 1. the adaptation 
of abdominal incision to the configuration 
of the torso and to the associated form of 
the liver; 2. stereotyped or “standard” con- 
ception of the constituency of the hepatic 
pedicle; 3. actual, these variation in the 
extrahepatic portion of the biliary duct- 
system; 4. the standard conception of the 
vascular pattern in the hepatic region; and, 
by way of contrast, 5. patterns actually en- 
countered in the author's laboratory of gross 
anatomy, with special reference to variation 
in origin and course of the cystic artery. 
He concluded that in the structure of any 
individual patient, unexpected arrangements 


in the biliary duct-system may accompany 
equally unpredictable patterns of vascular- 
ity—even to the occurrence of a portal vein 
in a position anterior to the hepatic artery 
and the common bile duct, together with a 
cystic artery derived from a distant source 
and a supernumerary hepatic artery of large 
caliber. 

This means, obviously, that there can be 
no substitute for full exposure of the extra- 
hepatic elements of the so-called “triad” 
and of the accessory structures—which may 
be arteries, veins, or ducts, or these in 
combination. 

Jacos A. Riese 
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CARCINOMA OF THE GALLBLADDER: Thomas Taylor White. Northwest Med. 


55:1079 (Oct.), 1956. 


Little startling or new has been added 
by this study. At the same time, it is more 
obvious than before that the symptoms in 
gallbladder cancer are usually of short dur- 
ation and not preceded by prolonged sym- 
toms of cholecystitis. Carcinoma of the 
gallbladder presents itself in an advanced 
stage where the carcinoma has compressed 
or invaded the common duct, producing 
jaundice. This is a surgical problem. Be- 
cause of the way in which cancer is pro- 
duced, it usually is incurable at the time 
of operation. Curable gallbladder cancer is 
found only incidentally to routine chole- 


cystectomy. Survival time after diagnosis 
has been alarmingly short in the majority 
of cases. Few patients live after a year. 
Death usually ensues from extensive inva- 
sion of the liver and contiguous structures. 
Therefore early operation is indicated in 
the majority of patients with cholecystitis. 
The high incidence of gallbladder cancer 
(4.8 per cent of patients operated for bil- 
iary tract disease) previously reported from 
p> patients at the King County Hospital 
would support this contention. 


Jacos A. Riese 


HEPATIC CIRRHOSES AMONG MOHAMMEDANS IN MOROCCO: J. Sterne, G. Liscia 
and C. Ducastaing. Presse Medicale 64:1991 (Nov.), 1956. 


Sixty cases of hepatic cirrhosis among 
Mohammedans in Morocco have been stud- 
ied clinically, using peritoneoscopy, biopsy 
puncture of the liver and biological reac- 
tions. They were divided into two groups. 

In 28 cases, damage to hepatic cells was 
the fundamental cause. 

Thirty-two cases formed a homogenous 
group of a new differing from the 

t group in that their condition was peri- 


toneal in origin. The peritoneal fluid was 


high in albumin content and in lympho- 
cyte count. Hepatic function reactions were 
normal oor disassociated. Laparoscopy 
showed the extent of the damage to the 
peritoneum and of the inflammation sur- 
rounding the liver. 

Streptomycin is the only effective treat- 
ment. It effects clinical success but in 50 
per cent of cases there is no recovery. 


Guy ALBOT 


PRIMARY CANCERS OF EXTRAHEPATIC BILIARY TRACT: Louis Orcel. Path. et 


Biol. 32:1473-1485 (Nov.), 1956. 


This report is based on the study of 23 
ange cases of cancer of the extrahepatic 

iliary tract and of the ampulla of Vater 
area. The author makes a thorough macro- 
scopic and histologic study, with particular 
reference to the existence of very diffuse 
forms, in which an exact originating point 
cannot be determined, 

In relation to this point, the author criti- 
cizes the classical ee theories of 

ropagation only through the lymphatic and 
Blood vessels; it is not impossible that the 
extensive involvements of biliary tract, are 


in fact manifestations of large segmentary 
character canceration. It could be assumed 
that the cancerous degeneration would pro- 
ceed by successive stages involving biliary 
tract, liver and connected vasculonervous 
system, areas presenting common biological 
properties. They would have the value of 
“canceration areas”, suggesting a local in- 
volvement more or less important. 

The morphological and biological argu- 
ments in favor of this theory are devel- 
oped in the light of the reported cases. 

Guy ALBoT 


RADIOGRAPHIC VISUALIZATION OF MULTIPLE DIVERTICULA OF THE GALL- 
BLADDER: Emanuel Friedman and Alan B. Skorneck. New England J. Med. 255 :940 


(15 Nov.), 1956. 


The authors add three cases to the lit- 
erature of what they choose to call diverti- 


cula of the gallbladder. These diverticula 
are internal in the wall of the gallbladder 
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and are usually referred to as onsen 
Aschoff sinuses, The findings of these pock- 
ets on x-ray study of the gallbladder is 
considered evidence of a gall- 
bladder. Stones are present in about 9 of 
23 cases referred to in the article by Suk- 


man and Daron and Moore. Our patholo- 
gist prefers to report these cases as chole- 
cystitis glandular proliferans. This is an- 
other entity which must be considered in 
interpretation of gallbladder x-rays. 

ABE ALPER 


BIOPSY PUNCTURE OF THE LIVER IN ECZEMA: C. Huriez, F. Desmons, M. Benoit 
and P. Martin. La Presse Medicale 64:1925-1929 (21 Nov.), 1956. 


The role of the liver in the pathogenesis 
of eczema has been much debated and 
even denied on account of the failure of 
the functional tests. 

The authors emphasize the fact that 
biopsy can demonstrate the presence of 
previous or concurrent lesions of the liver 


which are by no means responsible for the 
dermatosis, so that no definite conclusion 
should be drawn as to the connection of 
the hepatic state to the development of 
eczema. 


Guy ALBoT 


COMPARATIVE VALUE OF PROTEINOGRAM, LIPIDOGRAM AND GLUCIDO- 
GRAM IN ICTERUS: R. Raynaud, P. Miniconi, C. Imbert and A. Coustaut. Path. et 


Biol. 32:1591-1599 (Dec.), 1956. 


The electrophoretic fractioning of pro- 
teins, lipoproteins and glucoproteins was 
carried out in 24 cases of icterus from hepa- 
titis, 11 cases of icterus from obstruction 
of the bile duct, 4 cases of chronic icterus 
from intrahepatic cholestasis, and 3 cases 
of icterus with carcinoma of the liver. 

From the findings, it was possible for the 
authors to ee. the respective value of 
proteinogram, lipidogram and glucidogram 
in icterus. 

Proteinogram may be helpful in deter- 
mining the etiologic diagnosis of a recent 
icterus, not older than 15 days, but is of 
no interest in prognosis. 

Lipidogram is more informative than pro- 
teinogram, Presence of hyperlipoproteinemia 


beta and persistency of a certain amount 
of rapid beta are indicative of a mechanical 
icterus. When the lipidogram was repeated 
in the course of icterus, the nonappearance 
of lipoproteins alpha is indicative of ob- 
struction of the bile duct or severe hepa- 
titis unimproved by treatment. Reappear- 
ance or gradual increase of lipoproteins 
alpha is evidence of a hepatitis on the de- 
cline. es therefore, has an un- 
questionable prognostic value. 

The value of glucidogram is limited. At 
most it is able in certain cases of obstruc- 
tive icterus with a cancerous origin, to 
evidence a hyperglucoproteinemia alpha. 


Guy ALBoT 


COMPARATIVE VALUE OF PROTEINOGRAM, LIPIDOGRAM AND GLUCIDOGRAM 
IN CIRRHOSIS: R. Raynaud, P. Miniconi, C. Imbert and A. Coustaut. Path. et Biol. 


32:1601-1604 (Dec.), 1956. 


The lipidogram of cirrhosis without ic- 
terus is usually characterized by a normal 
or elevated rate of lipoproteins alpha, by a 
reduction in lipoproteins beta very rapid 
and rapid, by an increase in lipoproteins 
beta slow and very slow. 

The lipidogram of cirrhosis with icterus 
is usually characterized 7 a significant 
diminution in lipoproteins alpha, by an in- 


crease in lipoproteins beta very rapid and 
rapid (save in the terminal period when 
the very rapid and rapid lipoproteins beta, 
on the contrary, are diminished or absent), 
by a normal or low rate of lipoproteins beta 
slow and very slow. 
The glucidogram shows no significant ab- 
normality during the course of cirrhosis. 
Guy ALBor 
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EPIDEMICAL HEPATITIS AND THROMBOCYTOPENIC PURPURA: A. Huguenin, 
A. Albou and G. Akoun. La Semaine des Hopitaux de Paris 32:4158-4162 (30 Dec.), 
1956, 


A case is reported by the authors of a following biopsy punctures of the liver. 
patient suffering from a mild epidemical As to the physiopathological mechanism, 
icterus (from hepatitis) accompanied by an it is difficult to specify. Indeed the action 
important purpura with cutaneous mucosal of the aggressive agent is felt not only in 
hemorrhages related to a thrombocytopenia the medulla, on maturation of the mega- 
decreasing to 18,000, disturbance by mega- karyocyte, but also in the blood platelets 
karyocytary maturation and presence of al- by the intermediary of thromboagglutinins; 
lergic type thromboagglutinins. The evolu- the relationship of these, however, to viral 
tion of both syndromes was favorable and infection remains rather delicate to define. 
complete cure was effected in several days Guy ALBor 


HEMOCHROMATOSIS AND HEMOSIDEROSIS—DOES IRON OVERLOAD CAUSE 
DIFFUSE FIBROSIS OF THE LIVER?: L. J. Rather. Am. J. Med. 21:857 (Dec.), 
1956. 


Diffuse fibrosis of the liver with distor- renchymal and Kupfer cells of the liver, in 
tion of the lobular pattern similar to the the spleen and in the abdominal lymph 
picture seen in Laennec’s cirrhosis is the nodes, Lesser amounts were present in the 
single constant feature of hemochromatosis. pancreas, kidney, adrenal glomerulosa and 
In the experiments reported the author fed in widely dispersed phagocytic cells. Fibro- 
ferric citrate to rats on high and low pro- sis of neither liver or pancreas occurred. 
tein diets over periods equivalent to one- One rat on the low protein diet without 
half to two-thirds their normal life span. additional iron had a nodular liver with 
Stainable hemosiderin in the parenchymal mild fibrosis and central atrophy at the time 
cells of the liver and total iron in the whole of autopsy. There is an exhaustive discus- 
liver tissue accumulated in amounts equiva- sion of the relationship between hemo- 
lent to those observed in hemochromatosis. chromatosis and hemosiderosis. 
Hemosiderin was found chiefly in the pa- Joun M. McManon 


CYSTS OF THE LIVER: Bart F. Wooldridge. Missouri Med. 53:1064 (Dec.), 1956. 


Cysts of the liver are etiologically sepa- with size and situation of the cysts and 
rated into two varieties, parasitic and non- their possible complications, as for instance, 
parasitic. prec wn infection from a ruptured cyst. 

Parasitic cysts are due to infestation by The author presents a case of a 48-year 
echinococcus granulosis, of which dogs are old female with right upper quadrant ten- 
the hosts. The disease has rarely been con- derness and a calcification on x-ray in the 
tracted in the United States. Nonparasitic liver region. A calcified cystic mass of un- 
cysts are of three types, 1. associated with known etiology was surgically removed. It 
polycystic disease, 2. neoplastic cysts and proved to be nonmalignant. 

3. retention cysts. 
Clinical symptoms vary in accordance H, J. Joserx 


CEREBRAL METABOLISM IN HEPATIC INSUFFICIENCY: J. F. Fazekas, H. E. 
Ticktin, W. R. Ehrmantraut and R. W. Alman. Am. J. Med. 21:843 (Dec.), 1956. 


Cerebral hemodynamics and oxygen utili- alterations in blood ammonia and pyruvate 
zation in patients with varying degrees of levels or with electroencephalographic ac- 
neurologic dysfunction associated with he- tivity. Cerebral oxygen utilization was de- 
patic insufficiency were investigated to de- pressed even in those subjects with no clin- 
termine whether or not changes in the func- ically evident neurologic disturbances but 
tions mentioned could be correlated with was further reduced in the presence of 


= 
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coma. It appears probable that the reduc- 
tion in cerebral oxygen consumption in 
hepatic insufficiency occurs gradually be- 
ginning sometime before neurologic deficits 
become evident. Blood ammonia and pyru- 
vate levels were usually elevated but the 


rate of their cerebral uptake was within 
normal limits, There was no _ satisfactory 
correlation between arterial blood ammonia 
levels and cerebral oxygen utilization or the 
clinical neurologic state. 

Joun M. McManon 


SERUM ALKALINE PHOSPHATASE IN CHRONIC INFILTRATIVE DISEASE OF 
THE LIVER: R. S. Ross, Frank L. Iber and A. M. Harvey. Am. J. Med. 21:850 (Dec), 


1956. 


The authors present a group of cases 
which call attention to a smaller group of 
diseases including tuberculosis, ar: 
systemic lupus, Hodgkin’s disease and amy- 
loidosis in which the serum alkaline phos- 
phatase activity may be elevated in the 
presence of a normal or slightly elevated 
bilirubin. This disproportion between the 
serum alkaline phosphatase activity and 
bilirubin concentration is not usually seen 
in cases of extrahepatic biliary obstruction. 
Similar pathologic changes are found in all 
these diseases of diverse etiology suggest- 
ing that the chemical pattern described is 
related to an_ infiltrative granulomatous 
process, common to the entire group. The 


two theories concerning the elevation of 
serum alkaline phosphatase activity in dis- 
eases of the liver and biliary tract, namely, 
the retention and hepatogenic theories are 
discussed. It was difficult to attribute the 
elevation of serum alkaline phosphatase ac- 
tivity in the patients with infiltrative disease 
of the liver reported to intrahepatic biliary 
obstruction in that no involvement of the 
portal areas was seen in two patients. Ele- 
vation of serum alkaline phosphatase activ- 
ity may be related to overproduction of 
the enzyme rather than to decreased ex- 
cretion. 


Joun M. McManon 


GAMMA GLOBULIN IN THE TREATMENT OF VIRAL HEPATITIS: Fred J. 


Ansfield. Clin. Med. 3:1189 (Dec.), 1956. 


The author reviews his experience in 
treating 3 groups of patients suffering from 
infectious hepatitis, each group of approxi- 
mately equal numbers. Conventional treat- 
ment was used in 2 groups. The third group 
of 58 patients were treated in 1955. Fifty- 
three received 6 c.c. of gamma globulin 
intramuscularly, and were well within 7 
days. The remainder received 2 or 3 injec- 
tions. The author's results appear to be 
truly remarkable, and he ascribes them to 
treatment. At least two possible explana- 
tions could be given for his results: 1. The 


disease was very mild in this group, 2. the 
disease was aborted by the early use of 
gamma globulin. It would be worthwhile 
to explore this treatment further. 1. An 
epidemic may vary in severity; 2. The se- 
verity of an illness may vary at different 
times during a given epidemic; 3. Paired 
patients should be treated, ie. one with 
globulin, one without globulin; 4. There 
should be other controls including labora- 
tory controls. 


SAMUEL L. IMMERMAN 


BILIARY SURGERY: Albert L. Evans, Olin S. Cofer, Hugh H. Gregory and Guy L. 


Calk. J.M.A. Georgia 45:519 (Dec.), 1956. 


The authors detail their experience with 
biliary surgery from 1945-1955. The fol- 
lowing operations were performed: Chole- 
cystectomies 276; Choledochostomies 5; 
Cholecystostomy 4; Cholecystogastrostomies 
3; Cystic duct syndrome 1. 

The small number of cholecystostomies 


were done for poor risk patients; the three 
cholecystogastrostomies were done for car- 
cinoma of the head of the pancreas. Of the 
group of 253 cases of chronic cholecystitis, 
87 per cent or 221, had associated stones. 
The authors state “very seldom is there 
indication for removal of a gallbladder un- 
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less it contains stones; however in 5 to 10 
per cent of cases, small stones can be hid- 
den by the dye and x-rays should be re- 
peated in cases where symptoms continue”. 
They also repeat x-ray (double dose tech- 
nic) when the first return is “nonfunction- 
ing” gallbladder. The common duct was 
explored in 30 per cent of patients, and 
stones found in about one-fourth of these. 
The indications for exploration were chiefly 
jaundice, dilated common duct and multiple 
small stones with patent cystic duct and a 
history of colic. When necessary it is de- 
sirable to do an operative cholangiogram. 
They use drainage routinely. Their mortal- 
ity was 2.7 per cent. There were 36 or 12 
per cent of cases of acute cholecystitis. In- 
dividualization is necessary in treating these 


cases. If the diagnosis is made within 
24-48-72 hours, surgery is advised; gan- 
grene can occur in 5 to 10 per cent of 
cases, The authors had 8 per cent perfora- 
tion. If the patient is not operated on as 
above, he is carried expectantly, but if the 
patient appears to become more ill as 
judged by appearance, fever and leucocyto- 
sis, he is operated on. With respect to a 
cooling-off period, even if the patient is 
progressing: favorably, this takes many 
weeks and the authors prefer not to wait 
such a long time. 

Of the entire group, five cases of carci- 
noma were encountered, 3 of these were in 
the gallbladder, without jaundice. 


SAMUEL L. IMMERMAN 


THE DIAGNOSIS AND MANAGEMENT OF AMEBIC LIVER ABSCESS: Marcel 
Patterson and Virgil Lawlis. Am. Pract. & Digest. Treat. 7:1995 (Dec.), 1956. 


The diagnosis of amebic abscess is helped 
by the physician’s awareness of the condi- 
tion, its clinical picture, the response to 
specific therapy and occasionally to the ap- 
pearance of the abscess material after aspi- 
ration. In the 20 cases of amebic liver ab- 


scess seen at the John Sealy Hospital in 
the ar 10 years the majority of the pa- 


tients (15) had the lesion in the right lobe 
of the liver. In only one case of the 20 was 
the ameba or cysts demonstrated in the 
stool, In three cases the diagnosis was not 
even supected until the postmortem exami- 
nation. The initial symptom in 19 of the 20 
patients was pain in the R.U.Q. associated 
with nausea, vomiting, cough, weight loss 
and weakness. These symptoms very often 


suggested primary pulmonary disease rather 
than amebic abscess of the liver. The com- 
plement fixation test especially a rising titer 
on serial determination is helpful in the 
diagnosis. X-ray of the chest may manifest 
obliteration of the right cardiophrenic angle 
on the P.A. view and obliteration of the 
anterior costophrenic angle on the lateral 
view. The response to therapy is dramatic 
in this disease and in many cases diagnos- 
tic. The authors give their treatment of 
choice as chloroquine combined with closed 
drainage of the abscess, if large. They also 
suggest the use of Terramycin for the 
colonic infestation with the ameba. To the 
latter, I am sure many would take issue. 
A. J. BRENNER 


EVALUATION OF LIVER FUNCTION TESTS: Hans Popper. J. Internat. Coll. 


Surgeons 26:674 (Dec.), 1956. 


Liver function tests are not as accurate 
as other tests performed for physiologic 
evaluation of the kidney or the pancreas. 
The author enumerates the various func- 
tions of the liver in correlation to the struc- 
tures responsible for them. From this cate- 
gorization he determines that only a few of 
the basic functions performed solely by the 
liver can be used in the diagnosis of he- 
patic disease. Most of the hepatic tests re- 
lect biochemical, hepatic and biliary tract 
disease as well as other conditions which 
are manifestations of other organic disturb- 


ances. This explains a great number of false 
positive reactions which are directed at the 
liver but inadvertently reflect disturbed 
processes elsewhere in ‘the body. To avoid 
confusion in the application of the tests for 
liver function thought must be given to 
these tests according to their oEatty to 
indicate one of three basic pathologic re- 
sponses of the liver demonstrable in biopsy 
study. These are, damage to the liver cells, 
cholestasis, and inflammation. 


BERNARD J. FicaRRA 
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CIRRHOSIS AND PRIMARY CARCINOMA OF THE LIVER: Richard A. MacDonald. 
New England J. Med. 255:1179 (20 Dec.), 1956. 


In a series of 7,623 consecutive autopsies 
at the Boston City Hospital during the pe- 
riod 1947-54 there was a 14 per cent in- 
cidence of liver cirrhosis of diverse etiolo- 
gies. This figure is a 5 per cent rise over 3 
similar periods from 1917 to 1945 when 
the sabiinde remained quite constant 9 per 
cent plus or minus 1 per cent. 

It was statistically significant that during 
this period of increasing cirrhosis there was 
a concomitant rise in liver carcinoma. Care 
ful tabulation further reveals the greater 
incidence in liver carcinomas paralleled and 
correlated with only two types of cirrhoses 
both of which increased definitely in the 
post World War II period: healed acute 


yellow atrophy and fatty nutritional cir- 
rhosis. Heeled acute yellow atrophy in- 
cludes the toxic, the postnecrotic, the bil- 
iary and forms such as cholangiolitic and 
infectious cirrhoses. The last named type 
refers especially to viral hepatitis dealing 
with subsequent cirrhosis, Fatty nutritional 
cirrhosis includes portal and alcoholic cir- 
rhoses. 

Since hepatic carcinomas accompanying 
other types of cirrhoses or in noncirrhotics 
and in children remained about constant, 
the author discusses the possible implica- 
tions in reevaluating the pathogenesis of 
cirrhotic states of the liver. 

A. M. Sustnno 


ULATORY TREATMENT 


hastens healing of 


stric and Duodenal Ulcers 


Write for 
Professional 
sample and 
literature. 


Roentgenological healing of ulcer in 81% cases, 


relief of pain without analgesics in 92%, weight 
goins averaging 7.9 Ibs. in 93%. Occult blood 
disoppears from stools. No side effects, no 
after effects, no acid rebound. 


This new therapy introduced from Holland (Phar- 
mocevutische Fabriek Roter) is now available in 
the United States as Romach tablets, which con- 


toin finely particulated bismuth subnitrate (Romach 
process) combined with standard antacids. 


Romach forms a protective coating of the ulcer 
bed, quickly relieving pain and also promoting 
rapid roentgenological healing. 


Average dose, 2 tablets t.i.d., p.c. Available in 
boxes of 60, 150 and 660. 


ROMACH 


ROR CHEMICAL CO. 
| 2968 First Ave., New York 35, N. Y 


= 
AJG—4 


Please send me without obligation professional sample, and 


literature on Romach tablets. 


i 
1 
H 
‘ 
» 


BOOK REVIEWS FOR GASTROENTEROLOGISTS 


CLINICAL GASTROENTEROLOGY: Eddy D. Palmer, M.D., F.A.C.P., Lt. Col., Med- 
ical Corps, U.S.A., Consultant in Gastroenterology to the Surgeon-General, etc. 630 
pages, profusely illustrated. Paul B. Hoeber & Co., New York, N. Y., 1957. Price 


$18.50. 


Dr. Palmer’s book on “Clinical Gastro- 
enterology” embodies the author's wide 
clinical observations at the bedside and at 
autopsy. Dr. Palmer’s army career has given 
him the opportunity that very few gastro- 
enterologists can equal. He has at his com- 
mand a large array of material, without re- 
striction, in carrying out his observations 
and follow-up. 


It would be futile for the reviewer to 
pick out a specific subject in this well 
printed and illustrated volume, that does 
not cover the entire gamut of diagnosis and 
treatment. 

“Clinical Gastroenterology” is here to 
stay and is highly recommended to all phy- 
sicians whether or not they specialize in 
this particular field. 


OBESITY—ITS CAUSE, CLASSIFICATION AND CARE: E. Philip Gelvin, M.D., 
F.A.C.P., Associate in Medicine, New York Medical College, Flower Fifth Avenue 
Hospital, etc. and Thomas H. McGavack, M.D., F.A.C.P., Professor of Clinical Medi- 
cine, New York Medical College, Flower Fifth Avenue Hospital, etc. 146 pages. 
Paul B. Hoeber, Inc., Medical Book Department of Harper & Brothers, New York, 


N. Y., 1957. Price $3.50. 


This is an interesting, small but concise 
volume dealing with obesity. It is based on 
the experience gained at the Obesity Clinic 
at Metropolitan Hospital, New York, N. Y. 

Diet, exercise and the use of drugs in- 
cluding thyroid and pituitary are discussed. 
The relation of endocrine factors to obesity 
is found only in a small number of cases. 

Obesity in childhood, page 67, is rather 
short and should be elaborated, if and when 
a second edition is issued. 


The reader’s attention is called to page 
109, where the authors discuss the relative 
merits of thyroid, anterior and posterior 
pituitary, sex hormones, 11-oxycorticoids 
and a diet of 125 gm. carbohydrates; 85 
gm. proteins and 75 gm. fat (1,500 calorie 
diet ). 

An adequate bibliography and _ index 
complete the book. It is a useful reference 
book for the library of any physician. 


1956-57 YEAR BOOK OF GENERAL SURGERY: Evarts A. Graham, AB., M.D., 
Emeritus Professor of Surgery, Washington University School of Medicine, etc., with 
a section on Anesthesia by C. Cullen, M.D., Professor of Surgery and Chairman of 
Division of Anesthesiology, State University of Iowa College of Medicine and Hos- 
pitals. 647 pages, illustrated. Year Book Publishers, Inc., Chicago, Ill., 1957. Price 


$6.75. 


The Year Book of Surgery and Anesthesi- 
ology again brings to the physician’s atten- 
tion the best of the world’s medical litera- 
ture dealing with these specialties. The 
various abstracts appearing throughout the 
book plus the illustrations, bring valuable 
information of the latest methods for diag- 
nosing and treating uncomplicated and 
complicated cases. 

On page 81, neoplasms and their epide- 
mology in the United States are discussed. 
More than 500,000 new cases of cancer are 
being diagnosed in this country each year. 


Page 94, environmental causes of cancer in 
man makes interesting reading. 

The administration of Thorazine to cancer 
patients with marked relief of vomiting and 
intractable nausea as reported from the 
Montefiore Hospital is worthwhile trying 
when other remedies fail. 

On page 327, Marcumar, an anticoagu- 
lant, is discussed, while on page 328, the 
lymphatic system and its ramifications make 
interesting reading. 

Very interesting is the elevation of the 
serum amylase in various acute abdominal 
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diseases on page 339. On page 340, the 
liver and spleen plus total hepatic 
lobectomy for cancer of the gallbladder are 
discussed. 

Cholecystography and intravenous chol- 
angiography are included in the biliary tract 
section. 

In the section on gastroenterology, the 
esophagus, stomach, bleeding from peptic 
ulcer, serum amylase in patients with acute 
perforation of gastroduodenal ulcers and 
nonoperative treatment of perforated peptic 


LE DIABETE EN PRATIQUE MEDICALE 
a la Faculte de Medecine d’Alger. Preface 


ulcer, make interesting reading. The simpli- 
fied technic using chymotrypsin lavage for 
cytologic diagnosis of gastric cancer should 
be tried on all patients before surgical ap- 
proach. 

Although primary malignant neoplasm of 
the duodenum is supposed to be a rarity, 
on page 446—31 cases are reported from the 
Mayo Clinic. 

On page 537, the section on anesthesia, 
an adequate index and index of authors, 
complete the volume. 


: J. Lebon, Professeur de Clinique Medicale 
by Professeur R. Boulire. 222 pages. Mas- 


son & Cie., Paris, France, 1956. Price 1,200 fr. 


TRAITEMENT DU DIABETE (CONSEILS PRATIQUES): Pierre Uhry, Medecin de 
“La Pitie”’. Preface by Raoul Boulin. 144 pages, illustrated plus one color chart. 
Masson & Cie., Paris, France, 1956. Price 700 fr. 


In these two inexpensive brochures, the 
physician will find useful information, what 
to do and how to do it, in the treatment of 
diabetes. There are numerous illustrations 
which greatly add to the value of this little 


book. There is also a color chart showing 
the color reaction of urine when sugar is 
present. It is highly recommended for those 
physicians who are familiar with the French 
language. 


CORTICO-SURRFNALE ET DIABETE HUMAN RELATIONS ENTRE LE DIABETE 
STEROIDEN ET LE DIABETE ORDINAIRE: P. Bastene, Professeur de Clinique 
Medicale a l’Universite de Bruxelles (Hopital St. Pierre) avec la collaboration de 
J. Christophe, V. Conard, J. R. M. Franckson, W. Gepts, de Meutter, J. Pirart, R. 
Tagnon, M. Verbiest. 506 pages, 133 illustrations. Masson & Cie., Paris, France, 1956. 
Price—3,400 fr. paper, 4,000 fr. bound volume. 


A very well written monograph dealing 
with research in diabetic physiology and 
pathology. It is more for the laboratory re- 


searcher than for the general practitioner. 
An extensive bibliography and a cross index 
add to the value of this tome. 


RECTOSCOPIE, SIGMOIDOSCOPIE: P. Hillemand, R. Cattan, A. Lambling, A. Ben- 
saude. 270 pages, well illustrated in black and color. Masson et Cie., Paris, France, 


1956. Price 6,500 fr. 


Here is a volume, which although written 
in French, the reader will find little diffi- 
culty in understanding what the authors 
tried to bring to his attention, because the 
illustrations, both in black and color, speak 
for themselves. The color plates are espe- 


cially beautiful, clear and as the reader will 
find on the page facing these illustrations, 
the explanation of each appears in five lan- 
guages. 

The volume is highly recommended to 
all physicians. 
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‘“... Well, I usually prescribe Rorer’s Maalox. It’s an excellent 
antacid, doesn’t constipate and patients like its taste better.”’ 


MAALOX® an efficient antacid suspension of magnesium-aluminum hydroxide gel. 
Suspension: Bottles of 12 fluidounces 

Tablets: 0.4 Gram, Bottles of 100 

Samples on request 

WILLIAM H. Rorer, INC., Philadelphia 44, Pennsylvania 
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capillary bleeding in duodenal ulcer 


C.N. P. as adjunct therapy in 


hemorrhagic 
duodenal ulcer 
and 

ulcerative colitis 
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SYRUP 


‘ 
| TASTY, 
FAST-ACTING | 
ORAL FORM 
OF CITRATE-BUFFERED | 
ACHROMYCIN V 
' 
e early, high peaks of concentration in body 
aqueous 
@ quick control of a wide variety of infections 
ready-to-use © unsurpassed, true broad-spectrum action 
© minimal side effects 
freely miscible © well-tolerated by patients of all ages 
ACHROMYCIN V SYRUP: 
Orange Flavor. Each teaspoonful (5 cc.) 
contains 125 mg. of tetracycline, HCI equivalent, 
citrate-buffered. Bottles of 2 and 16 fi. ov. 
DOSAGE: 
6-7 mg. per Ib. of body weight per day. 
*Reg. U.S. Pat. Off, 
LEDERLE LABORATORIES DIVISION 
p> AMERICAN CYANAMID COMPANY 
PEARL RIVER, NEW YORK 


when there’s 


trouble, trouble 


everywhere... 
along her 
G.I. tract 


LAKESIDE 
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gastrointestinal condit relieve 
pain and spasm, normalizes motility and 
secretion’...“remarkably free of undesi1 
ible effects 
Nechels H K M.M 
P B f Gast test I { 
New York, Grune & Stratt I : 


. Sphincter of 
Boyden 


. Sphincter of Oddi 
in Spasm 


BILIARY STASIS 
constipation — nausea — dyspepsia 


flatulence and eructation 


The primary function of the Cholan preparations is to induce hydrocholeretic 
action. The active ingredient is the pure oxidized bile acid, dehydrocholic acid, 
Maltbie. The Cholans increase the volume of low viscosity bile flow to flush out 
the biliary tract. In addition, there is a suitable Cholan dosage form to provide 
symptomatic and physiologic relief of biliary stasis, spasm or emotional factors that 
cause or complicate digestive disturbance, hepato-biliary dysfunction, constipa- 
tion of biliary origin, cholecystitis, cholangitis, or postoperative treatment. 


Cholan DH® — hydrocholeretic 
action increases the flow and 
heightens the pressure of low 
viscosity bile for normal flush- 
ing of the biliary tract. In fact, 
Cholan DH will increase the 
volume of bile by 33% to 100%. 


Cholan V (hydrocholeretic- 
spasmolytic) — the volume and 
pressure of thin bile flow in 
the biliary tract is increased, 
and the V mg. of homatropine 
methylbromide relax the gall- 
bladder and biliary sphincters 
in severe and chronic spasm. 


Cholan HMB — a combination 
for the increased flow of thin 
bile, smooth muscle relaxation 
for the gallbladder and biliary 
sphincters, and mild sedation 
for patients with hepato-bili- - 
ary dysfunction further com- 
plicated by emotional factors. 
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NORMAL BILIARY FUNCTION 


Cholan DH’ 
Cholan V 


Sphincter 


Relaxation 


Cholan HMB 


With Cholan therapy, the distressing symptoms of constipation, nausea, 
dyspepsia, flatulence and eructation disappear. Normal digestive func- 
tion is quickly restored. 


Cholan DH®— dehydrocholic acid, Maltbie, 250 mg., a chemically pure oxidized bile 
acid. Dosage: 1 or 2 tablets t.i.d. after meals. Cholan V— dehydrocholic acid, Maltbie, 
250 mg., and 5 mg. homatropine methylbromide. Dosage: 1 or 2 tablets t.i.d. after 
meals. Cholan HMB — dehydrocholic acid, Maltbie, 250 mg., 2.5 mg. homatropine 
methylbromide, and 8 mg. phenobarbital. Dosage: 1 or 2 tablets t.i.d. after meals. 


Supplied: Bottles of 100, 500 and 1,000 tablets. 


For a trial supply write to Professional Service Department 


allt Maltbie Laboratories Division * Wallace & Tiernan Inc. « Belleville 9, N. J. 
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“Anxiety, in one form of another, 
is the most common symptom 


confronting the practicing physician” 


1. Hollister, L.H., al.: Dis- Nerv: System 177289 


(Sept.) 1956. 


Whether anxiet 
to organic illness, } 
anxiety successful treatment. 
stress reactions; reduces anxiety, te 
d thus contributes to 


IS the voice and insomnia, 
of _ Of all atarac 
stress tic drugs, 


in the common P 


practice. 


: 
7 or secondary 
EQUANIL 
= Meprobamate 
PHENERGAN® HCI 
Promethazine HCI 
SPARINE® HCI 
Promazine HCI 
Meprobamate 
A Wyeth normotropic drug for nearly 
every potient under stress Philadelphia Pa. Relieves tension— mental and muscular 


Healing of peptic ulcer must be followed by 
effective antacid maintenance therapy to 
prevent recurrence. This can be achieved 
conveniently with agreeable, easy-to-carry 
Creamalin Tablets and Capsules. 


Through sustained reduction of gastric 
acidity without the danger of alkalosis, 
nonabsorbable Creamalin provides 
reliable and safe antacid control for 
the ambulatory ulcer patient. 


TABLETS: Bottles of 50 and 200 
CAPSULES: Bottles of 100 
LIQUID: Bottles of 8 and 16 fl. oz. 


LABORATORIES 


SREAMALIN, trodemark reg. U. S. Pot. OF, NEW YORK 18, N.Y. * WINDSOR, ONT. 
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Darbid 


“strikingly inhibits basal gastric secretion. . 


for at least 12 hours’” 


one in the morning & 


one at night 


provides 
24-hour antisecretory and antispasmodic protection 
for patients with ulcer and other g.i. disorders 


Smith Kline G French Laboratories, Philadelphia 


1. Mullie, A.; The Inhibition of Basal Gastric Secretion and of the Gastric Secretory Response 
to Histamine by 2,2-Diphenyl-4-diisopropylamino-butyramide Methyliodide [‘Darbid’] in 
Man, Arch. internat. pharmacodyn. 106:447 (June) 1956. 


*Trademark for isopropamide, S.K.F. 
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Konsyl supplies a non-irritating bulk consisting 
entirely of hemicelluloses derived from blond 
psyllium. The smooth: bulk of Konsyl disperses 
with the intestinal contents to create a soft- 
formed, easily passed stool. Konsyl assures the 
resumption of a normal peristaltic pattern and 
contains no sugar or other diluents. 


Made ty SURTON, PARSONS & COMPANY ince 
mginalors of Fine Ay doophile Colloids 
WASHINGTON 9, D.C. 


dont 
forget. of 


in the management of gastric ulcer 


safe, dependable acid control 


For adjunctive therapy in ulcer management, Gelusil safely controls acidity 
without inducing systemic alkalosis or acid rebound. Gelusil affords protection 
for eroded tissue and helps promote healing. Gelusil is nonconstipating, 
contains no laxative—a factor of particular importance in ulcer therapy. 


To protect the patient against nighttime acid pain, Gelusil-Lac provides 
the proven antacid action of Gelusil, plus the sustained buffering effect of 
specially prepared high protein (low fat) milk solids. 


GELUSIL 


2 to 4 tablets (or teaspoonfuls of Gelusil Liquid) 2 hours 
after meals or whenever symptoms are pronounced. 


GELUSIL-LAC 


At bedtime, one heaping tablespoonful. stirred 
rapidly into one-half glass of water ( provides 
the equivalent of 4 Gelusil tablets). Supplied 
in 20-dose bottles of 320 grams. 


WARNER-CHILCOTT 
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